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(a?) bski] Blli|i|lliliiliii 

t h h-;l*MX<KPH>285, PR0286*&« g |$j | p ^ / I 

PR0358£3-Ff-£rr«BMro^££tf*ji, 1 1 1 1 1 1 1 1 1| 1 |l 1 1 1 i 

*5&Wtt, SftPM285*?fcHIM286*&HPHQ358 h-Jl 
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002-5 26 0 28 



D»*i i ] (a)H i (e^j#^ i ) <DTz/mmmz 7 s 3 9 **r 

t5FR028 S^U^f-F^rn-Ff 5DNA#?K: ; £ft(i(b)H4 (ffi?U# 
#3) 7fr£>8 2 5*tt«PR02 8 6 #<J^7> F£n- 

F-fSDBA^T-K ; £ft«(c)@ 18-19 (f#ij#?-l 3) £D75/$5SS2 0 
*^b 5 7 5 ^rlT-rSPRO 3 5 8#'J"*7^Ffc3-F'f SDNA#?tC, 
d) (a) (b)Sfett(c)OWIA^Offlffi#K^S:< tt.9 5 %OS5?tjfWi— ffi^^-T 

[Rt&H 2 ] (a)ll (WJm^ 1 ) ©7 5 /dSS 1 b 8 3 9 
-5 P R 0 2 8 5 *U^7^ K*n- Ft" SDNA#?fc ; |=ft«(b)S 4 (fi?lj#5§ 
3) ©75/iill*b 8 2 5£frf3PR02 8 6 * U-W Ff 
SDNA^C i S/ctt(c)(a)S/ctt(b)ODNA^©fflffi#K, £t>9 . r > % 

OE^JR-tt*^ 6* 'J^Wf KE*J**tr, Hf#5l 1 IEtt©«££nft 

89*. 

BASE 3] (a)@) 8t 1 9 (E?1JS^1 3) O75/«a»2 0^6 
5 7 5 % P R 0 3 5 8 U Ffc3- Ft" SDNAft^i-, $ ftS (b) 

(a) omA^omrnmcpti < 1 & 9 5 %(omm~^^t^m^ti-;m 

4 ] 0 1 8 fc 1 9 13) ©75 /RJgS 2 0 6>5 8 1 

1 Srfrr S P R 0 3 5 8 $ V ^-f? F £ 3 - FT 5 DNA#?£ . £ ft (b) (a) 

[ii-aRw 5 ] bi 1 amm- 1 ) ©7 5 /gt?ss 1 *^ 8 3 9 s p 
r 0 2 s 5 *y-^7f- F«n- F-rsMA**tr, mMm i B«o#(tsnft* 

Ho 

[f«>RJS6] 0 1 (JS25<J-»^ 1 ) frb 1 0 4 9£WT 5 

P R02 8 5 * F%3-Kf* DHA*-S-tr, 1 B*© « S ftft 

«llo 

7 ] 01 (E#l#*§ 1 ) ©7 5 /8g5§» 1 *>b 8 3 9 k, 8 6 5 
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l o 4 9 Srf-f S P R 0 2 8 5 # U ^7°^ K*3- Ft" £DNA£#tf, if* 
[M&K 8 ] ±f BDNA^® 2 1 0 3 CBB?J#^ 2 ©e#J) © 5* * f - F 

as 8 5 ^ §77 u** FHH?y, s fctt*o*ffli«:**tr, i mm 

OH:** 9] IV -1 CE5U#^3) ©75/WSaifr&104 ifc*rr« 
P R 0 2 8 6 stfyW K*n- Ff3DNA*^L\ 1 E*OWISnft 

Mo 

[If 10] 34 (I2?'l#^ 3 ) ©75 /»SS 1^6825^849 
1 0 4 1 *#-TS P R 0 2 8 6 XV<7=?- F&3- Ff SDNA«r#tr, ft* 
* l E«OJWf*ftft«llo 

OM&fi 1 1 ] ±8EDNA^0 5 6 7 4 ) <D7 5 KffiB 

[»#B12] El 18 hi 9 CS3U#&1 3) O75/«aS2 0^5 5 
7 5 **rf « P R 0 3 5 8 #'J ^7°-^ F&3- F1-*lM$fc«*<D*BHH*££ 

CII*JH 13] I18M9 0E5>J#^ 13) ©75 /KSig 2 0 6 8 
1 1 fctff* P R 0 3 5 8 * 'J ^7°f" F*3- F-r«DBASft(4*Offl||#*S- 

\%WM 14] H 1 8 £ 1 9 (SB?iJ#-^ 1 ) 5 1 
£frf S P R 0 3 5 8 ;tf U-<7°?- F£3- F-rSDNASfcti-f-OWIflttS^'t?, 

t»i i fEftomii^nftSKo 

[!W<II 1 5 ] (a)ATCC*fe#-^No .209389(DKA40021-1154)^CDt F F — 
/VSaftcDNAtCk D 3- H Sftft TO CtfJIM? 'J ^7°^ Ff £DM^£ 

, Sf-tt(b) (a)©DNA^?Oi(HiW::'>%< tfe9 5%OE?IJ|bI— tt^fSD 
NAV^frj, W £ ifcttifc, 

[IIJJJIM 1 6 ] (a)ATCC$E#^No .209386 (DNA42663-1 1 54) t£© t F 1 — 
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[IhSRIM 1 7] (a)ATCC$ffi##No .209431 (DNA47361 -1249)tf Ot 1- F- 
, Sfcttfc) (a)ODNA»?©ffi»'M<tt9 5 %©EMHM9:**rf *D 

[it *a i a ] i e«o«k*^&^ * * -c 

OftdBHi 9] ^^?-Tf»R««StiftSiiNIIISCJ:DBHSn*fliiJfP 

mx* 2 o ] M$g i s ihk©^* t-i&stsmicmaL 

mt<m 2 1 ] ±rtmmtf cho 5 pS#jr 2 0 s.i£©^±«ae 

[it >i<is 2 2 ] ±12 »sa*^fl8MT'*i %tmm 2 0 getc©?f 

C3df*« 2 3 ] ±bB«*W«T&3»*^ 2 0 ie«©«±», 

okr* 2 4 ] w#js 2 0 8B«(onr±iniB«M$ii( 1 nmvtf y f 

[11*112 5] ^f-D^75yili^iJtCiJ^LTl^2,, P R 0 2 8 5 *fc 
« P R O 2 8 6 Sfcti P R 0 3 5 8 # U ^7°?- F S fci*^© F 7 >X^>7» 

- F * f > y Oc£ ft tt*}gtt{fc« )t7^„ 

*JR2 5 BR©** 5**?, 

Dftftg 2 7 ] _kf B^r n 4 7 3 / KEfttfftS 7'n 7 V y© F c 

[tt>Rja 2 8 ] DNA40021 £ ftttDNA42663* feviDNA47361 iCtDrJ-FSft 
S# U ^7*^ FEW gWfclgaf Stttt. 

tSB«3lZ 9] ±EKft* ,; E/^n— ^-/Hftft:T?a6*l||*«2 8f3«c©#t 

o»#s 3i] t ftlr2 ihTLK2)s§fteif swce^-r *Sfto 
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[ 2] ' ■£ I - L .-£0hTLR2©rgtt{L*r 

[ i ] Z h*i- 'J B -~ & p- 5 3 2 ©Kfto 

B&3fc»3 4] ?cMOhTLR2©C*4SK:^*#-r*tHU[2 (hTLR2) £ 

mt<m 3 s ] ^^©hTLR2®c*^t 1 3 7 = stt&g&tm* umm 3 

mm 3 6 ] ^S©hTLR2<DC*«fC 14 17 5 7 5 If jR5t 
3 4 OtI*. 

DM** 3 7] «|*HZ 8Sfett3»««3 1 ©Sttt©*«J»*ja#fcS5 

UMOt 3 8 ] ffl^iH 2 8 S f= tiffin 3 1 ©ffift©*?®*^ mftic 

fr-s* si-* t ©ji^srt t street*. 

H»jft*3 9] PRO 2 8 5 $ftttPR0 2 8 6$ftttPR0 3 5 8#'J 

[!tt*H4 0] P RO 2 8 5 SfcfclP RO 2 8 6 S/ittPR 0 3 5 8 #»J 
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[0 0 01] 

&%Wlt, -mmat, c:c:-PDNA4002K DNA4 2 6 6 3*5J:T>*D 
NA 4 7 3 6 1 fcfrrsir*R&DNA©[.^fc#!», *5 itfSD N A lz & <0 n- 

Ksnssrmt i- b-;v (To i i ) mm& c^n^fnp ro 2 8 5, pro 

2 8 6 *30;y'P R 0 3 5 8 tmri) OfiiftASaiKBB'rS. 
[0 0 0 2] 

HS£#©a«] 

1 J 1 L J ' - f M 1 ,i n ,a ,(jrf 

fcasi**fcf cfctf-pfr*. ^<oa«iiaoai>, t»j*tf, m 
s ft ^ «« t ©asfwfl a, urn « k affioaiia^ a # / $ it « mmomm 
frz&imiotiiimnc a o sks n§c c onmu uf uf y ^7°^ f 
w*.am#m-?> &m*, ibirwh?, Mm*, Km^-rrvtsiv 

^ U -L' 7 ? ■¥> *»i fix fiE =F U * 7° 2 ^ ^ 6 ft 2. , 
[0 0 0 3] 

tt£*tfS=, m«\ L-fe7°^^7F^^»'t*l-te7 c ^y^yKffiS{ / f=-ffl*7 
> y © fc » K ffl l >3 C t t> V IS €> „ 
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[0 0 0 4] 

X *) & S tlT^ 5= rr*i% b-b^^y/^M^-n— Ft SlB?iJ£r|W!£-f S ft *b 

mmmmx d n a u ox^ y -=.y?tc&< c^^&enr 

5S/3^3 9>Sx©F-;Wte?©£a— x:/^i, Hashimoto?), 
Cell 5 2,26 9- 279 (198 8) ia!)«S2nt^5o J^a 1 ^ 
3 ")/^<Oh-;H£fa8 0 3ffl<O75/|t01lWBMfl>K*-l'Vi: 2 6 9ffl© 

7 = /nowmm. YMvmtzmm? y^m^- f-t a. c ©»ss 

*-y/VWKn.t>ti& 7T^3P^-> X- St? ^ ?t > F <D«»© . 
3K-ttt5. h-;l<*v/<*»4, ~>3^a^xE©mfJ-MI^*- 

IttSMorisato and Anderson, Cell 76, 677 
- 6 8 8 ( 1 9 9 4), ^Lfc^a^a^/SxfCfe^T, F-;V/F — 97b 
^^■^^SKattffi^feftfS^tig^-rS Lenaitre^ Cell 8 
6 , 9 7 3- 9 8 3 (1 9 9 6) , 
[0 0 0 5] 

->3 ^yg^/txOF-^^V/^^gOt FfSMft&Me d zh i t ovSN 
ature 388, 394-397 (1997) J: tJiEKSttTl^S., £© 
tb©F-;Wi, ^3^>*3^x©F-;I/fc|nJU«}:5£, 2 lfflc^yfilc 
jK^igSftfcn^^cgtre^-? (rn' 5/ - LRR) frS 

i (i L-i) <nMMK\ i *jyicfflmiiv&zmm».h**yyt%:fi?2>$y 

t-fF/ij-fyiL-K I L - 6 33 itf I L-80NF-K B IIIfiMe? ©HH 
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t Lxmmm^wmv, mmm^vmm^mm.omm^^mt't 

< " ' >i m, m "C i ' " L *• ^ snTUS tE »M e d z h i t o v 6(C 
A0^Snfethh-;I^fi?(4HWft«fctf5lcffij(li«&jlMjt (PBL) fcifc^ 

$->XfitUtf75v^n7T-^<i; xmvg&BMma&fEK. ± * t O 
T-a&5:t^»SLft. 4>«©G e n B a n k r-^-XtiTE© F-/HB*i 
: h-;H (7>%It!»Mc DNA#HUMR S C 7 8 6- 1 t 
[aI-Tfe«DNAX# HSU 8 8 5 4 0 - 1 ) ; 1-— ;!/ 2 (D N A X # HS 
U 8 8 8 7 8 - 1 ) ; I — /V 3 (D N A X # HSU 8 8 8 7 9- 1 ) ; h~>l 
4 (±SS®M e d z h i t o v bfcj; 9#8^£ftfr D N Anmtm-V&Z> D N 
A X # HSU8 8 8 8 0- 1). ff&^faS h-^BEflJ ( F--/1/5) [iGenB 
a n kA^bDNA# HSU 88881-1 fc LTfUfflT'tS. 
[0 0 0 6] 

tbffiPf* (huTLRs 1-5) tfgifi^n-xy^ft, v-g^^H^^x 
#J5fc©»tt#lfcK <fc < (tt* C fctfiSSttfc (RockS, Proc. Nat 1 
. Acad. S c i . USA 9 5, 588- 5 9 3 [1 9 9 8] ) „ h 
T L R (h-^^y^^gffll^ft - ±12iOM edzhitovb;TLR4 
- _hE<OR o c k b) 0«fi!tWJ£140feS^fl:©jffiW^SttN F k B cD?S 

hi t o v b 0 

[0 0 0 7] 

1 111 \ i, *WIRT' (DNA4002 1 tioTn- F£ft§) F R 0 2 8 5 
, (DNA 4 2 6 6 3tcJ:oT3— KS*15) P R 0 2 8 6 *5 <fcL c (DNA47 
3 6 1 FSn«) P R 0 3 5 8 fc«P&Stlfc*rSifcfc h ;1/j!<>; 

^7°^ Ft a 3 ffl«eDfrS2% c D N A ^n-v&raSl/fc. 

[0 0 0 8] 
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M2 0 0 2-5 2 6 0 2 8 



tffli: f -r-t; t MWi, (a) HI (E?1JS^1 ) ©75/SBSS2 
7-8 3 9 ^rtf^S P R 0 2 8 6 ^'J^T"^ K«3- F"f 5 D N AS^f ; 
(b) 14 (&?m^ 3 ) ©7 5 7-8 2 5 £frf 3 P R 0 2 8 6 * 
U^^F^-r-KfSDNA^?, $fc!±Hl 8-19 (I#lJ#5§- 1 3) 07 
= /f!2 0-5 7 5%*CT3PR03 5 8 jKV <y=f- F£n- FfS D N Afr? 
t»LT'>§ < t 6» 8 0 %OWm-^SL »S L < < t tft 8 5 %©IE 

*UH-te, J: <0 (ffS L < < i: 9 0 %©EWn-tt, gfc^S L < lift 9 
5 96©E?iJH-tt*#-r*jHU'<7 r f- Fftn- Ff 3 D N Afr54«*«*nft 
ttSHFF, * ft U (d) MIH (a) ( b ) Sftii (c) ©DNAW <D*l1f tt£ 
JUttf*. Mffltf D N A^a^J; -5 an- K««i3lJfcWLT'>& < t fcjfi 
SEX F U y h fcfcfrTT, ««fctfffiitfciS^* F 'J V*?x > 1- &*ffT 

[0 0 0 9] 

£5fcS3SS»«Wfc:*J^T, WtSftfcfctttf-T-S, Hi (mmm 1 ) ©7 
5/^1-8 3 QOgEJiJjb^&S^y^^F^n-Kf S#'J 7 ^ Utff- FE 
ft LT'>& < 1 1 #5 9 0 %©g^J|3J-f±, »S b < tt'>& < t &® 9 5 %©BM 
BJ-ftfclTL ; SfcfiEU QE5>J#©3) ©75/fE 1 - 10 4 1 ©BJUfr&S 
S^'J^7°f- K*3- F-TS^'J 5< * Ut? F£jltLT'>& < 0%«DE 

1 9 (KMWtJ 3) 337 = /ft 1-8 1 l©E»t,&l.t;^7fF*3- 
F-T*# U 7 * Ffc*f bT'J>ft < t fc« 9 0 %©EWIhMS, Sf $ L < it 
<ttU95 %OE?iJ|aj-f^^t§*U 7- * Ffr5&S. 
[001 0 ] 

m%.<ommmc$s^T, ^wy^fuvtmrnt^mtr^ 

JSf*® PR0 2 8 5, P R 0 2 8 6 & £L S P R 0 3 5 8 t° U ^7'^ F£3- Ff 
5 D N A A^ftSM^n/cil^^ift-rS. ^©lliCfc^T^ »2 
ftfettSKi. m 1 CE5U#*t 1 ) (07 5 7g?3SS 1 - 1 0 4 9, H 4 (E?iJ#^ 
3 ) ©1-10 4 1, *3 £ If 0 1 8 - 1 9 (E?iJ#^7 13)01-811 ^WT 



(10) 



2002-526028 



&$.mLfc±mtD^mP R0 2 8 5, P R O 2 8 6£:fe«P RO 3 5 8*°y-^7° 

MOPR02 8 5, PR02 8 6SfeiiPR03 5 8 #U^7'f- KfS 
D N A A>f>§«¥lSnf:Si^S fcti^5 Lfcn- FSf&IBAJtfflIf 

P R O 2 8 5, P R 0 2 8 6 $5 Jtt/P R 0 3 5 8 £ >/^H© h5>X^ 

[0 0 11] 

BUofigftH-fcv^r, *?gwtt- H2 1 3 mmW'jz) otox^omms 5- 

0EW#94) ©«^Oll5 7~feJ;^4 ! 9 9 (SKSHteatr) OWHl 
OfflSftC^bT, Sft«H2 1~2 2IE?IJ#^1 4) ©fe^^SS 1 1 1~ 
*5j:^2 5 4 4 (SIS8S*#tr) cO^H©ffl«ftC*tUTMY7"U^VX1-§ 
DNAA^SS, PR 0 2 8 5, P R 0 2 8 6 £ P R 0 3 5 8 # 'J -s7°7- F 

[0 0 12] 

9l©MH!lfctH,>T, *«Wtt, ( a ) 0 1 (E8l#<t 1 ) ©?lg 1-10 4 9 
(S^S^'STto) . g/=ttH4 (E?IJS^3) ©7 = /jt5£«l ~ 1 04 1 ( 
Wmm^tS) , SfcttBIl 8-1 9 CE5IJ#*1 3) ©75/i??SSl~8 
1 1 (S^«S%^«r) ©75/SSE5>JKJtil!LT'>«:< fcfe*5i8 0 %©IEM, 

» $ l < a^a < 1 *,» s 5 %©iEfi, iwsi< < t b 9 o %©i£m 
, IfeilSK < fc fcft 9 5 %©E*&^-r# y *w F*3- Krs D 

NA, gfcii (b) 1MB (a) ©DN AOfflfctflcfcHf*. 
[0 0 13] 

By©*ffi&^£fc^T, *MBJ§«, 1 9 9 7^10J!l7a(:ATCC No 
. 2 0 9 3 8 9£TM3nfe^D-y (DNA 4 0 0 2 1 - 1 1 5 4), 1 9 
9 7^1 03 1 7HEATCC No. 2 0 9 3 8 6 CTWf62tlfc? n-> ( 
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D N A 4 2 6 6 3 - 1 1 5 4) , £fc» 1 9 9 7 *P 1 l.flTBCATCC No 
. 2 0 9 4 3 1 KT*BtSnfci?P-y (DNA47361-1 249) fr£>& 

s ¥ n * n ft mm * a« -r a . 

[0 0 14] 

S?>C)Jij©^fftifI1fKfc^T, *»WttPR02 8 5» P RO 2 S Bfc'itfP 
R 0 3 5 8 XV FSifcfct^fte.Oggttfcs- FT* D NAiS&S^ 

[001 5 ] 

f#SW|?Sii!l1St|3V^r, ^fgBflti:, 0 18-19 (iE^J#^ 1 3) ©7 5/ 
SI 2 0-8 11 ©B5Ufr6&*#'J'<7?-Kft3-F , r*#y 5t^U*f-HKW 

lt4>& < t s o %<dk9»jw */•£ t < (iiass %<»mm 

-tt, «k 5 J?S t < < i: fe 9 0 960E5UH-1S, L < < fc 

©J; -5 &tf U 5* ^Utf- F©Mftfr£&3^£-£3f#Tf So t^©Mtsf# 
ilfcfc^T, N*«i>'^;l/BE9'J (33**75 9) % 

#-r*^#sav>*f«ah-;WBini# (pros 5 8) , ifcai^yx^yy 

U>-F^-Y> (fcct^T5yS?5 7 6-5 9 5) ^aSfttt^JgttftLft* 
©S£S#s S/ctt^^>^^S©MS^K77y (fe«75/i2 0~5 9 

MSi/A a->^-;b@B?'J^'TS^$a^P R 0 2 8 5*Jj:[fPR 0 2 8 6 F 

+ '__ri • , >-, • Twzfrva&ij. mm^cii^-y^-'.m 
m? r o a 5*5 itf p r o 2 s 6 h-zuffiPftofflfia^F^-Yv^^n^nw-r 

5o 

[0 0 16] 
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PR02 8 5, P R 0 2 8 6 feit? P R 0 3 5 8 jH y^7^ FOSjtS"ffiA^ 
S=KJ£fM,*n, iSffiiiPR0 2 8 5, PR0 2 8 6*5cfctfPR0 3 5 8©^tl 
^'n©?§JI^]I-rS^ffTT^Ma^i§#L, PRO 2 8 5. PR0286S 
tz'vt P R 0 3 5 8 £WMf«^fr£>[§4S!T-5C fcfrS&S,, 
[0 0 17] 

giJO^fiSillifcft^T, PR0285, PR02S6feJ; 

tfPROS 5 8#<J^7^F£igftf3, «r£, *?SWi. -***«EtI^T 

a 1 1 3 (ib?ij#^ 1 1 3) ©^tv? n©7 5 /mm 1-1049 tsxv 1 ~ 

10 4 1 *>6ft*75>'*E?IJ*^-r*#ltanft59li!fflS>JPR 0 2 8 5j5iff 

p r 0 2 8 6 1< y ^7°?- K%n^-ra 0 #f£w*±f3v^nfr^swgE 

5 3- K£tt5 PR0285tPR0286 *'U^7"f- F©5gJI<*t}g 

ttws, «FteoSEJi(*i:bT, #N5ld8i'>y-?-n/B5«l*>cfr, feitf/Sfeti* 
h 5 >'x ^ y-f u y *3 j: /£ F^-Y y itittffltfk s 

£5©*SSSB*IJ PRO2 8 5tPR02 86*'J ^7?" F«X* 0S*1fl DffXo 
ft^fSfiWPR0 3 5 S^'J^^f-FSfcii^O^Sfr^fS^ti., RfC #16 

w«\ frmommmic^T, ns~i9 cebhw 1 3) o«S2o~ 

5 7 5, Sfc«20~8 1 K Sfcttl~8 1 1 3^64575 /»SS>J*^a 

¥*snfe^«8EW PR0358#y *w F*a«-r «o 

[0018] 

S fc g[J ©f§« fc *3 t, > T , * a , Hi (I2?'J l ) 07 5/ 1 - 
1 0 4 9; S/c(iH4 QE5>JliW3) ©757fft^a 1-1041, Sfcim 1 
8-1 9 (I3?!J#^1 3) «7 = 7S!liSl~8 1 1 »7 5 7®BH?IJ t Jrt^LT 
, <itS8 0 %tDIEfi (positives) , jftb< it'pfr < tt>®8 5 %€> 
TEH, J: 0 L < < t fe 9 0 L < < t fe^ 9 

5 %OIES*7n1-7 5 /»BS>J*6a«#(tSnfc PR0285, PR0286 
£fcti:PR0 3 5 8*U^7f-FK§STS, 
[0 0 19] 

£6fcB«©t^fcfc^T, (I) (a)ll (S»§l)OfeJ; 



(13) 



fSS 2002-526028 



im 4 (MH^JS^3) ©*5jc^©r5 7^SSi~*5j;^ l 0 4 l OiiSBSS* 
#£?) 075./it?m tfcttSl 8~1 9 (IBaJSm 3) OfeJ;?«7;; 

»5ssi~43j:*8 1 i (mmm^ists) ©rs/aaaoBMfcfrrspR 

0285, PR02 8 6SftttPR03 5 8 #V KfS D N A# 

^ Sfctt (b) tula© (a) ODNA»fO*W*EMLT^DNA»f*: 

) S/ctt (b) K*fUT'>ft<fct>«8 0%OB?IJIB|-tt, !ff$L<tt'>S<t 
6*9 8 5 %^IB?UP-tt, .fc^SK < t fc#J 9 0 %E5iJR-tt, at 
»S L < ii'J>fc < fc fcfi 9 5 %<0PE5"JlRl-ttSr*-rs«^ (l D MlitilD N 

A»?*wraitiaiiia*K* u Koaafcar **frTT?#*u c i 

[0 0 2 0] 

BiJO^i^iHcfc^T, PR0285, PR02 8 6£fcttPR0 

tt-r*. z<d& -3 ^i^oaitfja, pro 2 8 5, p r 0 2 8 6 s^a 

PR03 5 8*^7? Hfet h-^»ffettM7'n7>J y«F cl 
ttfcBteS-rCfc*. ^CtSfc+^^OJlttWa, PROS 5 8 (3/^ 

< 1 1 C H 2 t C II 3 K*^>**rrs$MSE^n:7y y£»1K«b:|»#S-a:te P 
ro 3 5 soaisafl. K^-r >*#-ra„ »;<©#£©§l:^«tf#ftU pro 

2 5 8 SftSPR0 2 8 6 * V -^T^ Ffr5>&34^ 7#?£O^T £ CT'li 
[0 0 2 1 ] 

ftHDmmWMlC&^T, PR028 5, PR0286£fcttPR03 



(14) 



2002-526028 



S6KJW©lte*tt8fc:fc^'t\ *5S03tt3aSS©P R 0285. PRO 2 8 6 43 
itfPR03 5 S^U^f-KOTrr^XhfeitfTVifrr^XhEBW-S. If 
^W^Mltifc&^T, ITrd'~Xhi;fcte7>£:J^XH;£trEPR0 2 8 5, 
rnPR0 2 8 6SfctiKPR0 3 5 8 StftT-ifcSo 
[0 0 2 2] 

^ M k > J »>_=< ' 'V ^ h-H ' J ^P k 0 2 8 5, P R 0 2 8 6 »i 

tfPR03 5 8*y^f-Kor J=xhSfeary*J=xh*H3£"i-«x* 

[0 0 2 3] 

tftPR0 2 8 5, PR02 8 6SfcttPR03 5 8*>J^y^h\ Sfc«±!E 

*f|Bfltt, i^W£jn*£ft*fittfcffl#^fc#fe, PR 0 2 8 5, 
P RO 2 8 6 f f-ttP R 0 3 5 8 * U ^7°f- KK^Mfityciig^-f 3 Jnftfre>&£ 

[0 0 2 4] 

£tz. *mmt< $ftSft&*£> P R 0 2 8 5 . PR02 8 6lftttPR035 

P R 0 2 8 5 , PR 0 2 8 6 iftttPR 0 3 5 St"V^7"^ FtR^^tlS^f 

[0 0 2 5] 
I. £8 

:cfffli^ti5 rpRO^u^^f-Fj , tpro 2 8 e^y^T^Hj , 

rPR0 2 8 5J feitf TPR0 2 8 6J 

5) ^SEJIJP R 0 2 8 5 $5 ck If F R 0 2 8 6 l«-/l>*>v<*|M3«fctfgJi{ty£ 
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5at5 ; m? R 0 2 8 5feitfP R 0 2 8 6*U^f-Htt, t 

iio^m y- x $ ft ago© y-x ^ e lt t <£ <^ u sng&* s ft 

Sic J: D , £ ft S c n 6 ©&fi Wtt©K#©ffi^:[c iOiiLttJ:V\ 
[0 0 2 6] 

WWIRP 0 2 8 5 J Stett r^ME^iJP R 0 2 8 6 J fcEftl&fr&f96tt 
ftPRO 2 8 5$ftaPR028 6i: |i5J-©7 5 / itK?IJ£frf 3# 'J F 

j^eas. *©£? h-/i/#y FHsas^&imrrs - 

PE50P R 0 2 8 5J Isitf r^pjE^ij p r 0 2 8 6J tli. -ilCFJ*£ft5 P 
R0 2 8 5tPR0 2 8 6 FO^ffliSMSft»iM^tl./cf (W 

x. if, p ^ yg E5 ij) % PR0285i:PR0286# 'XT? F©^ 

©sgfwe (w*«, ssKxyv^xsnftjg) «*tf39»ojt*iaie?*a 

#*S£f S. *»W©-§SfiStt8&:*5^T, ^ME?iJP R 0 2 8 5 fi, H 1 ( 
K#H^ 1 ) ©7 5 Xig 1 ~ 1 0 4 9 5 % § JAMS ft tt^fiO30(SEW PRO 
2 8 5 45 U^f- FT'S 5 , ^E?iJ P R 0 2 8 6 «H 4 (ffi?U#^ 3 ) ©7 5 
XK 1 — 10 4 1 fr6&3/£^£ft&£S©^iE?iJ P R 0 2 8 6 #U F 
T-fe^o $64*Sa(ffl«lC«^T, **SH*lPR0 2 8 5tt, HI GEWftS 
1) ©75/li2 7~l 0 4 9Sfe{*2 7~8 3 6, $ft(*ia4 0EW##3) 
©75Xg?2 7- 1 0 4 1 £fttt2 7-8 2 5fr?>&3, 
[0 0 2 7] 

rp R 0 2 8 5 SSftj ft^U" r P R O 2 8 6 £g#J fcOfliBH*, ^fi*M 
P R 02 8 5 (CMLTE 1 (HE?0*^ 1 ) ^Sftftif«75 X We9J«# 
t*PR 0 2 8 5tC*fLT'>&< kfe«8 0 £ft«£ 
S ^ " P R O 2 8 6 ElbTBI 4 (E#l»*§3) fc^$tlft«fi7 5 X St 
B^^ff 3 P R O 2 8 6£^LT'M< fc *>$ 8 0 %©75 XSIS^iJIhIH** 
^* WTfcJMW-fciStt P R0 2 8 5*ftttPR02 8 6 *'J^7> F£r« 

P R O 2 8 5 fe^tfP R O 2 8 6 5rSS"f -So ifi#, P R O 2 8 5 $ft« P R 0 
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2 8 6&S#tt* M 1 SfcttUN (E5»J#*§ 1 t 3) ©7 5/®E?lJfcStLT'> 
ft < t fellfi 8 0 %07 5 i«?il< < £ t>» 9 0 %07 = 

/IlfG^jrsH'i, feitf^&EWS L<«'>a< fct 9 5%©75/»R-ttft 
#1-ST$5'5, Jff$ l/V^CSttti, ^jK9E?>JPROZ8 5SftttPR02 8 6 

£OHil«t^^T, *?M© P R O 2 8 5 43 £t>*P R 0 2 8 6 gSfltfi, *f 
[0 0 2 8] 

:C7ffl^5tl5 rpR03 5 87KU^7f-Fj , rpR03 5 8J, TPR 

0 3 5 8 h-A/fflHttj feitfJE-OX^iiDOSSfli:}*. 

ft*) PRO 3 5 8 h-;Wy/^«J:«afl*att«, PR03 5 8#'M 

[0 0 2 9] 

I3"cMK7UPR0 3 5 8, ti^frSffeftfcP RO 3 5 8©R— 07 5/lE 
E^iJ^f S# U ^7°f- Ffr e * OA -5 &^!SBE?U I — ^sK V ^7°5=- Ft* 

5o r^gQ^J P R 0 3 5 8 J t OffliH, MftfifyCte, £ C KUBtk© PROS 
6.8*'J^yf-K©3QRO«W!«fSfttt»«Jg (09*. tf, WHS* K ^ VlBJiJ) 

?ggf**&£"f£. *SWO-*fitSR»K*V»Tx ^I8EWPR0 3 5 8(4, 

N^y^i-iinmi (7s/n~i 9) s#T*a«&si\ *j:tfN5tc*!ii^f- 

*:iy**tr«;ft*fe-Sft^lSl 8~l 9 (HE5IJ#^l 3) ©75/§E2 0-8 l 

1 fr6&*J*»i^aifeg©39KS5»jP R 0 3 5 StfU^T"? 1 KTfeS. 

•j - --B'v 't, ^te?iJ PR03 5 8tt, N*tf ">^ME5!l**rr3frWS 
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-5 7 5) crmmn f^-y y&mtz^m pro3 5 8 mim-e&Zo 

[0 0 3 0] 

r P R 0 3 5 8 ggftj t ©fflggtt, 118-19 (fi»iJS^ 1 3 ) iC^Stl 
2>m&T 5 y W&3\*ftt%> P R 0 3 5 8 ESLT / >4 < t felt) 8 0 %. U 
< < t fe$<] 8 5 %, J; <0 jff$ b < < i: t 9 0 %, gfejif £ L < \t'J> 

& < 9 5 %<dt < ;mmm-&*&ir steosis p r o 3 5 s * u -^7° 

18-19 (BtfUS^l 3) £DBB5>J©N*SSfcttCpk«ST^toSfea*aLft 
PRO 3 5 8t;y^fF?:Pfbft?.„ SH-Wi, ^UIBSl^J F ^ 

yo-aj*fe»f^T^x»tT<ki\ ^sbmp ro 3 sso^yx^yy 

mi PR0358JRU ^7°^ FOffljfi^ K * -Y yt#LT»^JRHt*#f 
SfeOT&Sc *ffeO*6Stt»K*</^T, *a^OP R 0 3 5 8g&f*tt*Jf&$- 

[0 0 3 1 ] 

CCt?[^j£^tlfcPRO 2 8 5, P RO 2 8 6feJ;t5PR0 3 5 8 fc^iJCMf 

§ rrs/wewpi-* (%) j ti±, bw*j»j«# % ®gv&tinm%m 

&l/^X PR028 5, PR02 86S P R 0 3 5 8 jg?IJ*075 7 &8t 

BE?0IWl •|t^*S!§lilW:i6©77-f' ^VFii. fiftJAtf B 1. A S 1\ A I. I G 
N£fctt^#5^y (DNASTAR) V7 h^x7ll© Hta^JJf njgg&ny 
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[0 0 3 2] 

^<tm&^ftfc^T, ^-T|lJ^?tlfcPR0 2 8 5, P R 0 2 8 6 33,fctf 

pro 3 5 8e?ytii^o r7 5/(t|pj-it (%) j ta, s#j£^js-y\ & 

«**fttf?S»f*»A LTI25i]<Dg*P-«%#T, E^JIhI— 140— pPt LT© 
ft <' , l] I ^'jtLSW^ PR028 5, PR02 8 6£fcttPR03 5 8 

mw<D7 5 /9®&km-?&zms&wv7 ^smmmo^—ty htm 
isn§. ^cvm^ti%m-\m (%) [Aiischuie, Met 

hods in Enzymology, 266:460-480 (1996) 
;http://blast. wu s t 1/edu/b 1 as t/README 
. html] /b^^etl/iWU-B L A S T-2lcX<0{f^tl^ o WU-B L A 

7/77?'>ay=0. 1 2 5, 7-FBS CD =1 1 ©ffift-pRSSnSo H 
S P StHSP S 2/*5*-*tt»W&flTC. ft£©e5U©*lfi)ii:ll'<&*l 

»CWU-B 1 a s t-2CJ:t>l»X*nfe3!Hlfa»af«) , 
[0 0 3 3] 

±32©J:3fc*i4n*BSWJttfiOAiRtfet^T, r im(posiLives)j to 
5tt«BE?i|*©Sa%S^-ra a IEfi<D%ffitt, ±EO±3C, S^EJWOK 

[0 0 3 4] 
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C C -e|Bj^$4a/c DNA4002K DNA42663 tS&ZJD N A 4 7 3 6 

\miicM?z mmwM-g. (%) j a* mittmizn, iMranas! 

pjp&3» \ L TgB^J©«*|W!-jt$:f#T, DNA 4 0 0 2 K DNA42663& 
ItfDNA 4 7 3 6 1 IE?W©? i? \s*=f- F t T*&3*£1i 13^*©;* * 

VMi, CSJ^Lt^B LAST, AI, IGNSfta^^y (DNASTAR) V 

©ji^^/^^-^^fe^ct^T't^o AL I w\ -/• if f| 

[ 0 0 3 5 ] 

MttfaK tt, <: C T*mfe2tirz P R O 2 8 5 , P R 0 2 8 6 io<fctf P R 0 3 5 
S^U^y^FOn-FE^JiclBfo r^JEJiJlRl-S (%) J fcttPR028 
5, PR0 2 8 6SftttPR0 3 5 8 ©3- Fffi?U*©7 ? FSfifcR— 

n&|H|-H4f»±, f7t;l/F/<7^-^Ei^SnftWU-B LA S T-2CDB 
LA STN^^-MaDf^n, ^-/^-^■yyX/^yfc^-/ < ;-^>.y7°7 
7^>a i'fctlVPni ftJ:tf 0. 1 2 5fc»£l/fe. 
CO 0 3 6] 

ffi © # y / ^ sit. s tt ^ * v ' m mtvmm aw s n £ 3 „ w $ l </ ^asm 

ttfCfe^T, K^U^^Fti, (1) Xtfy^>^.y7 B >'-i'X^-^^ffl 
<^T\ N*S$f:fiTO75/iffi^J©'>&< tt 1 5a®*S*OK+»ftS 
Sfttt (2) #l7tiftai^ffTC, *v->-77l/-£fctt#£L 
< ttiSSfefe^ffl^T S D S-P AG EtJ;0te)"-fc&Si:T'?fS1-S o P RO 2 
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8 5, PR02B6Sft8PR03 5 8 ©59fS»«IO^a < 1 1>— 2flD«fi8»* 
ttfiPfiEL&^fcfcK, **Stlft*y^?-K»ftffiSiLilffllia*0 1 n situ 

[0 0 3 7] 

rmitlStlfcJ DNA4 0 0 2 K DNA4266 3Sft(iDNA 4 7 3 6 1 
^Bl^te, D N A 4 0 0 2 U DNA4 2 6 6 3lft(iDNA4 7 3 6 1« 

StintSnSflBB^-PftSe £8t£*l*:DNA4 0 0 2 l, DNA 4 2 6 6 
3Sfe«DNA4 7 3 6 1 gs&SHHi^&fcilSftS feO t fcfcff^i-^&Kfe^ 
TI4§, Lfc^T, M2teDNA4 00 2 K DNA42663$ftS 
D N A 4 7 3 6 1 ^0»*T#4t^ DNA4002 1, D N 

A 4 2 6 6 3 SftttDN A 4 7 3 6 1 «fc «KSiJ£n§o LfrU IWtSttfc 
DNA4002K D N A 4 2 6 6 3 D N A 4 7 3 6 1 tfij* 

a^iS^A^Moifflfla t im%zm&?mmic d n a 4 0 0 2 1 , dka 

4 2 6 6 3 SfetiDNA 4 7 3 6 1 fcffillfSSBf SWJ&FfcSSft* DN A 4 0 
021, D N A 4 2 6 6 3 fc«fctf D N A 4 7 3 6 1 W^T^SIrf 3o 
[0 0 3 8] 

T 1 — /t/U-fe:/* 2 J, l"T L R 2J *5«fctf Th u T L R 2J ttfflSCSSPJ 
^Kffil^Sft, Rock?), P r o c . Natl. Acad. S c i . USA 

9 5, 5 8 8 - 5 9 3 ( 1 9 9 8) E^'J THu T L R 2J fcifc&Sttfck h h 
-;H/-b/3<^Lr^5. huTLR 2<Di&mmt7 5 smSFlZ^nZft 
12 1 6 (EJtJ#*fl 1) tHl 7 (K*IS*H 2) fc^-To 

[0 0 3 9] 
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V>T0H10iSnS (Bolivar, 6. Gene 2:9 5 [1977]) 

o p B R 3 2 2 «7vt;->y ytsxxir b^y-itv :xWtt»ey*£LT^* 

SiJUtWfflftE?^ ^IX-iiVn^-^feilfS hine-Dalgarn oK?lJ 
(J! K^CBfLT) ifca^nt-^txy^vtt (uifLSWaicggLT) % 
Wti3. yo*-^ t LTttBWtt©** fc©* J:^*** M*t£-?&«£Kti 

km $ ft tt»aie?**-r * ftBft & i 1 1 gbtia 6 # #s l 4 1 • t 

[0 0 4 0] 

A^lf^nSo JWNBSi. 7°a-t-^, stfy 7f r -;Vffcv'y^;I/*J«fctfxy/N 

[0 0 4 1 ] 

K. (operab ly)S^J $ ftTV * S . ft X. &\ 7° l^SB^JW S ft V ~ 9- fflOD 

N A *<# KfflO D N A fc»fln»riJBfcil6£LT^S t **1*<«M« U ^ 

??i|OifteE(.rfjfs^ *) ; SftB y ^V-AIS^MuA^n- FBPJtc 

111 IlL ' I 1 1 14 > ' < r - |En C 1 L 
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fe-^{4«?ij!&:IBI|iBa5tt-POj^K:J:t)fften« 0 ? &mW£ftL&^ii 

[0 0 4 2] 

rKf*j tn^mm^m^mm-vm^ti, mtmizit*- cofnPR0 2 8 

5, ffiP R 0 2 8 6 13 iO'KP R 0 3 5 8*7 ?D-t;l/fift (7i^Xh, 7 
ROZ85, S P R 0 2 8 6 i y't P R 0 3 5 8 Mftlift^S 5 , Z C 

[0 0 4 3] 

frSO h -/U U-fe 7# cD#.ft WS#.«:8P*>tti; fc«5 - ££(c 7a >y 2 , ISih, fflfft 

[0 0 4 4] 

PR0 28 5, F R 0 2 8 6 fejclf P R 0 3 5 8 €>^ft€tl©£t^9*I 
fc^y/Sfeti^WJSffi^ffiJtf-rS P R O 2 8 5 , P R 0 2 8 6 $3 cfc L? P R 
0 3 5 8 0ffJifct,Wt5 = fcftl^ rstfej ^fir^-TP-A-l' I L 
- K I L - 6 tf I L - 8 ©N F k B fcitf/'S fctt N F - k B ifflffllilfc^ 
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iclZVX&m (LPS) S'?-?-/l/*#rt-r*A&*n?**o IrUU rgftl ©Mtf 
P R 0 2 8 5 , P R 0 2 8 6 fc <fc tf P R 0 3 5 8 # U ^7°?- F©7 rf-X I- (fj 
?L«\ 7=t~XhRm K3iffl?n*. ±!E©J:?fc, PRO 2 8 5, PR02 
8 6 SfettPR 0 3 5 8 tfU^T^ K07V*=f=7. h (7d-X Ftf[{*£#t? 
) OiSttli PR0285, PR02 8 8£f:l±PR03 5 8t; | J ^7°^ r-*<D_kfE 

fta^icyny^ pill wfflSfcii't'ft-ra^fcjEftsnSo 

[0 0 4 5] 

west*** A^^y^*"-> 3 y(iW, aftDNA^sr^-^-r^m 

35r-?ffiiatt««ttftffi < ts«^fes 1 1 > -5 c 1 1 % 5 o s & ft * i: / W 
7'U ^V-tf-->a >-5Z/i;OX h U y^x>i/-©SttHJ!f3^Ttt, A u s u b e 
1?), Current Protocols in Molecular B i 
o 1 o g y ( 1 9 9 5) ^#BS£nfcl\ 
[0 0 4 6] 

cctSi^ns rxMiyyxyhSiffj Stett (gXrU^xyi-ft 
£#j a, (l) Wfcfcfo. o l 5M 

©Sftf-hU^A/O. 00 1 SM^x^lth'J^A/O. 1 % Kf^/l/M 
thV >>A% 5 0 "CT'ffi^S ; ( 2 ) /vf7"U y*KdVl/A75 F 

■, J h . i l ' i' ufr- ''•y/O. 1% F I co 11/ 
0 . 1 U t£-;l/kfD U FV5 0 mM'J 7lt HJ 92* (p H 6 . 5) T\ 
7 5 0mMMthy)^ 7 5mM^iyi^ff54 2 s CO5 0% (v/v 
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) F^fflV^, (3) 5 0%*/l/A7 5F, 5XSSC (0. 7 5M 

NaCK 0. 0 7 SM^xVIS-^-hU^A) , 5 0 mM U Vft^ h V A ( 
pH6. 8), 0. 1 %tfPU >iE+HJ^A, 5XDenhardtOM 
,_' ' P±-tV|B^DNA (50(il/ml), 0. 1 % S D S £>£tf 1 0 %«f 
if^Xh7y*4 2t«\ 4 2°CT©0. 2XSSC (Mfc^r-y^A/ 
^xyihr-by^A) feitfS 5 C05 0%*;l/A7-5 KTOlS»feio^0i 
©5 5tT<DEDTAfrWO. 1 xS S C*^>i5ftXl- 'J>yi>h&®E 

[0 0 4 7] 

rjSSfC^ b U fctt, S a m brookb, Mo 1 ecu 

lar C 1 o n i n g : A Laboratory Manual, New 
YorkiCold Spring Harbor Press, 1 9 8 9) K 
«fc5IBttShfeJ:5KIBIIST?#atO'P, ±EOE«OtOi h V v*Jx> 

Ttt, 2 0 %*/l/A7;l'fIi H\ 5XSSC (15 OmM NaCK 15 mM 
?xyR3th'J'>i) , 5 0mM';^ith'Jfi, (pH7. 6) . 5xDe 
nhart <D$jfe\ 1 0 %SSIf+ X b ^ >\ feitf2 0mg /m 1 0g£ftW»T 

mi 3 7 ~ 5 0 TO1XSSC -egfe^-rS Ct*W&*lSo M3Jt#«, 7°n- 
« 0 *^#U-"WKtt, JffSKtt, StfWfffiWxHb-T't^M&'ilK^S 

is b & ^ j: i tc t) ffi i a t ot-s w-n « a & * v\, Mf « * y ^ y ^ f 

tt, HR«K> '>ft<fct>6 75y»58S, ji«aiS8~ 5 0 73/HgtS Off 



(25) 



f#g 2002-526028 



[0 0 4 8] 

Cfell/^W r^gET" F-^>(immunoadhesin)J t<DmWiit, gfi^y 

x i'^-SIn l J f ifj t tifcSWEHu %l&7 F^~> 

ya, si* c-rat) rgfflj ©to) ©*MSffl^^ffiT'«^^3fao«s^ 
nwwswrr 5 7 = y mmm t m ?u -? u y » f * ^ ytm t vm* 

&S5 5 &5g7F^yy^©7F^yygfl^ aSWKtt, H*7*$fctt 
U FOS: < t fe*S^aPtt*^&*B«5T 5 /&E5ij7fc*, fb&T F^v 

y tfetf aftjsynry y£f& 4 ymmt, i g g - k i g g - 2, r g 

G-3ifttt I g G-4-9-7^-Y^ IgA (I gA-lfeitf'l gA-2f) 

, I g E, I gDSfcttl gMfoMyn/'jyA^^TJ;^ 
[0 0 4 9] 

mmi tit, %<Dmtfmwt?&mmmmm*rzitm^ffi£rzim 
is*mm?&<, fem%<mt?ztt$iim#i'&.*mic&?2>tt&. ftzmcmm 
rs»§ (chronic.) j a^i:«, wffitofea^s (Si© *wmx.t>itr>x& 

[0 0 5 0] 

-ysfttt^-y him. mtf'f?, *n« ^y. t-^, 

[0 0 51] 

l"U#£»J *fc« TLPSJ tcDffllgtt rrt«J|t (endotoxin) J tftl&m 
tLTm^ZtiX^Z, VtmM (LPS) tt^9£J*tt*H«, 
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S, SHt&aEOftfgic £ D f! & o Tib* *5 . C 3~8»©«BgLilffi^P»#e»tX 

PiLTH, Rietschel and Brade, Scientific 
American August 1 9 9 2,5 4-61 
[0 0 5 2] 

nWU6tt5'ay*J tOfflfgttClC-etietjAl^lftr'ffl^^n, Bone 
, Ann. Intern Med. 1 1 4 , 3 3 2 - 3 3 3 ( 1 9 9 1 ) KBB^ 

*fc ft e tf p, tttfafoSEtti' 3 -y * t nftftl* . PXJfofiEtti' ay^li ?7 

[0 0 5 3] 

1 1 . fmcom^tus; 

A. MPR0 2 8 5, P RO 2 8 6fe«fclfP RO 3 5 8 

*HMB7 P R 0 2 8 5 fc iCf 8 P R 0 2 8 6 £ft£ftS# >J 

TK©3Sffiff!lT*S 5 tp»cRH/T-;$tl« P R 0 2 8 5 *3 itf P R 0 2 8 6 # <) ^ 
•?<?■ F"f 3 c D N AfcN/EU ¥-itL/c, BLASTfeitfFa s t A 

©JT^^yhayifa-^^n^iftffl^T, fflKA«* PRO 2 8 58 
itfPRO 2 8 6 con- FEW, CenBan k x-^^-XtfOD N AEJIJ 

H S U 8 8 5 4 0 K H S U 8 8 8 7 8_ K H S U 8 8 8 7 9 K H S U 

8 8 8 8 0_ 1 33 cfc H S U 8 8 8 8 1 _ 1 £fcf UTiSStCffiltlttiD&S Ct* 
PSJILft, 

[0 0 5 4] 

S&C, *5gSfltt, AliSSI^P R 0 3 5 8 tmZftZtfiXy?- F&3- f-t 
6 icWmcm^StiZ t F U F (PROS 58) *a- f-t 
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ScDNA^HSU iMiL/io B L A S TfcitfF a s t V h 

nyfi-^^D^^fflW, fflliAa. PR0 3 5 8O3-KW« G 
e n B a n k f-^^-X^ODN AIB^IH S U 8 8 5 4 0_ K HSU888 

7 8 1 , HSU8 8879_K HSU8 8 8 8 0_K HS 8 8 8 8 1„1 

fc-fclfH S U 7 9 2 6 0_ 1 EttLTll«&ffl|J^£*-f C fc mLfc„ H S 
U 7 9 2 6 0_1 *»tftf, *2tirz$>/<>?mi.t ^ h-;l/*Hr^fcRIJE 

[0 0 5 5] 

Lfttfot, *milT?M^«nfc PR0285, P R 0 2 8 6 fe'=fcrj: P R 0 3 

So 2 ££WW*rfc:& PR0 2 8 5, P R 0 2 8 6 isXTl P R 0 3 5 8 ti, &fin 

tf, 8SS?#!> A L S , #>\ V*~v?mM&tS&TfWm*<D%ffi5»K.li'0 

f:^«^C0#te^^1-S^Jg#:/^--ygl6U-tr7'^ i: LTO P R 0 2 8 
5, P R 0 2 8 BfccfctfP R 0 3 5 8<DU%lit s &fc]CDfc h 7°£T* 
L R 2 L P S i/y^;I/OBSM)AWM*HCPJ6*c t*^LTl^**Hii( 

[0 0 5 6] 

B. PR 0 2 8 5, PR028 6*3j:yPR03 5 8lI# 

c-i 'i ' -u< > il 1 i ' r ' - r r M--j:,rR03 
5 8fcta*T, znzo&fiimmmm8i-ezzz£WM.mftz, pro 2 

8 5, PR0 2 8 6iij:O*PR0 3 5 8SS#:a- W-f- FSft*P 
R0 2 8 5, P R 0 2 8 BSftiiP RO 3 5 8 D N A K^ATS C ££J:tK £ 

P R 0 2 8 5, P R 0 2 8 6 f fctt P R O 3 5 8 *y-^7°^ KCHIR&^n-feX 
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[0 0 5 7] 

TA-jy'^<nm PR02 8 5, P R 0 2 8 6 fe £Xf P R 0 3 5 8 , £ fcli £ r 
tfB«£OP RO 2 8 5, PR0286SfttiPR035 8 F^-Y>fC*3 
00* tf, *H#I^3 5, 3 6 4, 9 3 4^fC3iSftfe«#3=*:{±# 

<T « 5>?«B2?iJ * U 7^ H t itfi L T 7 5 7 ©Sft £ fe b T , P R 0 2 

8 5, PR0 2 8 6lftttPR03 5 8 stf U -^7°^ Ft*— P&±©3 

7 5 /«?*\ P R 0 2 8 5 , P R 0 2 8 6 gtzlt P R 0 3 5 8 0-0«±© F* 
-f > K *51/>TfficD7 5 /mtWM-f £ C t K ± 5„ H<07 

Xa, P R 0 2 8 5 , P R 0 2 8 6 P R 0 3 5 8 ©S3?i|^ffl(Ti]'ttOfjS^ 

U ytJ;3iMr#, S«75yitfX «<tt£D«jfife J: tf / * fc ttft&ttttAfeff 

fftBijors/itKisiisi (-r*b^fs#7 5 7st©s^) oes-pfct)^* 

[0 0 5 8] 

[CarterS, Nucl. Acids Res. , 13:4331 (198 
6) iZollerb, Nucl. Acids Res. , 10:6487 (1 

9 8 7)], A-fey M£g [Wellsb, Gene, 3 4:3 1 5 ( 1 9 8 5 
) ] , Wmmm [WellsS, Philos, Trans. R. Soc. 
London S e r A, 3 17:41 5 (1986)] Sfc&ffiW^OWgSj 
^^n-->^'$n/cDNA(cfT'-3TP RO 2 8 5 SfdiPR0 2 8 6^Mf*D 



[0 0 5 9] 

y-yyy 5 /ifcSMJrttBS LfeEJUtftH fe- -o«±©7 5 
y-y7"7 5 7 iKcpHcfcSo *©±5475/»i:Lrtt79-y, i^Uv'V, 

■fey yteitfv'x-r-Y^^wsnso 77-ya^-*ft**ffl*.Tfli»£Rfe 
ftftt, cti*wa»Ktta« L/i/\ S5>t- una, weftttifeffiraiiB 

LfcfiHSfcUf LtfJI.6tt* [Creighton, The Proteins 
(W. H. Freeman & Co. , N. Y. ) iChothi a, J. M 
o l. Biol., 1 5 0 : 1 (1 9 7 6)], 77^y»+»%I©gg 
'i*''Hot-v>tB;>. -Y yf U <y 7&7 5 /BMErJS^SC fctfTSS. 
[0 0 6 0] 

C d KIW/T^nS PR0 2 8 5, FR0286 fcitf P R 0 3 5 8 F-/F£ > 

> \ 7 Ko^sf* t Ltii, f 7 y x * y 7' f >■ f 7- 4 ytfk%: t it a^gttft? 

<D$«5PR0 285, PR0 2 8 6*5«fctfPR03 5 8 * U ^7°f- F%ffl,»(C 
lil^f 5tfA.f>nT^5„ PR0 2 8 5 w C ! tt, h 7>X^ y'7*Fy F^ Y yii 
8 4 Ofrbfc~-r07 5 7ftffiB8 6 4$"C#tfTV* 
o P RO 2 8 6ttfe^T«, F^yX7y7~byF7^y(ifc£^©757IH>i 
818 2 6 tftJ:^©73/|!if3ifi8 4 8fcOKfCfe5„ PR03 5 8T1i, h9 

yx^yyiyyv^yy.mx^coTZ/mims i 6 fc75/ftfiiB5 9 5 

[0 0 6 1 ] 

h^yx7y7"Fy F7^y©^£fcttB^«, PR0 2 8 5, prozs 

6feAtfPR 0 3 5 8 # 'J ^7°^ K<DB»©|IliK*\ ?-©»IISSf£«M©8BR 
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^y^Uyl'^'f^PR 0 2 8 5, PROZ86tftttPR03 5 8 OiS 
[0 0 6 2] 

5-50 *®-fc U V, XWiX 'J->"X 7/1^- V. $r 
i I' -, I - MM 

[0 0 6 3] 

£fi©f£$lP R0285, PR028 BfccktfP R0 3 5 8t°V^7°9-}-0'^ 

(STta**^© i^yx^y^Vy hV-Y^-^Sttft 

J£) £ LTtt, NSSWS'^^^ F ( P R 0 2 8 5 S3 itf P R 0 2 8 6 irz> 
V'TB75/il~l 9, feJ;LfPR0 3 5 8 tO^T«75/$ 1 ~ 2 6 t L 

[0 0 6 4] 
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y / <: £ K©£ ! f*WJg'ft&GMf -f S fiKft^fPS c fc it 3b % ©& h , c ft e> ©f? 
s«ffi#7 s y sosflife i rf / $ ft ttjf -5 *\ $ ft a 7 5 / k*^px* 

*}f. *ft^ft©5^hwV2tf y^:/^F©7V*dt:X hmc^HfiO 

ffcB©7 5 y Ilfc ttttHOSftST 5 /K©|R&fc«fctf/$fctt#A*f|s3. 
[0 0 6 5] 

(1) Bfekffi: /^n-YS/X * 75->\ /^JX n-l'S'V, 
n-Y-> y ; 

(2) cftt^Tktt : ->X-r-T>, fix Xl/+r.y; 

(3) g& : 7W?*vfk. y)Ms.ym ; 

(4) mStt: 7X/<5*V, ^WSy, tXfi/'y> US», 7;l^->; 

(5) «<DEfili:!gff£#*.&»£: ^"'Jv-y, /D'jyifeiif 

(6) ?j@tt: hU7°h77>, fn^y^i^T^y, 

[0 0 6 6] 

its; ^ffi#e<3S^«cn?>©^vxo^ti©-^^x©><y^ 

[ 0 0 6 7] 

iBia© 75/ 5feC43 <£ s ft a* /t^+yn^si©!^ * 5 tf s ft a 
MBtoTs/ttaaoBWrtjfx^s^-rso i©urt»A pro 2 

8 5, PR0 2 8 6 $ftttPR0 3 5 8 ^ >-/^S7 = XM^Jrt©Jf A) It. 
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S*»1~103KS, ±5*?SL-<H:l~5^ S5E#£L<8 1~3»S 
>Ki : -:t&->t *aiSJf A©JM*0tJi LTii* N*Sffi©;*?-:*-;i^S£*i 

t5PR0 2 8 5, PRO 2 8 6 *J,£tf P R 0 3 5 8#'J^7°^F\ ifflBffigl*. 
I-TRAF? S"<2R©#«*SSfc-r SfcfcK PR0285, PRO 

2 8 6 sfttiPR o 3 5 %Ki-o)Kjm^ommN^^y?i-!im\omiMm 

SOT, K!i±MBaatl^«?*3 3o iiMa&E^fcLTtt, ^BSIffl^ST I 

i sfett i p p, mmffi<D7}iyr\M"?isxumfimmmm(D^)i^ g d^o 

*> ■< tVT. is y-Jvl/sbW btlSo 
[0 0 6 8] 

^?(DN»Jf;liCa?)Sl^, fej:t?l 9 8 9^4^ 6 afifr10WO8 9 
/0 2 9 2 2 KBROJ: -) KftgE^nr'J VfiRtt Off* L< H\ fc«E7 K'v» 

ffiSfcHUTtt, 1 9 9 5*6327 BStfrOfcHttffS 5, 4 2 8, !30f 
[0 0 6 9] 

[0 0 7 0] 

C. PR 0 2 8 5, P R O 2 8 6 fcitf P R O 3 8 5 h;B>'^S«)ii 

PR0 2 8 5, PR02 8 6t3i"cfPR03 5 8th h- MmfoV^WfU'S 
CJ:S^a*fc3SlB©«H£#$tt5. — 3<D«g<D*t*»«itt, P R O 2 8 5 
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, PRO 2 8 6feiffPR0 3 5 8 ? y/^St€>fifW7 = /KSS^ MtR^tl 

(as. =.'smmicx^mmmt±\ 9ms, pro2ss, PR0 2 8 6Sfc 

ItP RO 3 5 8*ffi.FRO 2 8 5, KPR0 2 8 6f fcttKPRO 3 5 8») 
[0 0 7 1 ] 

, W*tf3. 3' -mt'x- (x^xx-f 5^;i/^otr**-h) n©>>'x 
^•>y^;i/*/HXr/K t*X-N-?W5 F- 1, 8-*^>^<0:7glig 
ttvW; Ffc.fctf^rt'-S- [ (p-7y*F7ix;F) >>'?-.*] 7n tf^-Y 

[0 0 7 2] 

£lf U Fn^->/Wk, -bU/Ff /ciiXU^-MSSdt Fn^/l/fi© 

yySt u-^v, 7;F*->'fcJ:a ; 'iiX7 L ^>'ft(iJii'0a--7 = /a«/*;Ht 

[T. E. C r e i g h t o n, Proteins Structure an 
d Molecular Properties, W. H. Freeman & 
Co., San Francisco, pp. 79-86 (1983)], N 
*S7 5 ycor-tf-Mt, isXZf C m®%>l,X3risA,m<D7 5 FftWBW 

[0 0 7 3] 



!3Ji 



M2 0 0 2-5 2 6 0 2 8 



^m^L^o, mm^znz'MmmtLTtt, 1, c^rvr-b^ 

) ~2-7i-*x^y, 2 r /V£/l/7;l'T f fc h\ N-CFa^i'WSF 

o y^;l/-3- [ (p-7^F7x^;W i^:*] •/cHi^Sx-Fte, ft© 

?SttftK*{fcft*OSlStt**jSttV h >J y ****tf#PMflff»3 . 9 5 9, 
6 4 2^ ffij|3, 9 6 9, 2 8 7**, 691, 016^ ig4, 1 

9 5, 1 2 8^ ^4, 2 4 7, 6 4 2 HxB 4 , 2 2 9, 5 3 7 [SJ|g 
4, 0 5 5, 6 3 S^feJctfUHH, 3 3 0, 4 4 0 *§£iE«£ft;fe ^XrAS 

[0 0 7 4] 

&mi<DVmic£&tl& PR02 8 5, PR0286 fcilfP R 0 3 5 8 t' U 

n § -ow±oK*{t*»»t^ii* a *j j; cf /s fc«59BSEW * tc itft& l 

[0 0 7 5] 

(DN A 4 0 0 2 1 iaf)3-KSn5) ^OtlPR0 2 8 5fi, 75/ 
IH£!f 66, 69, 167, 202, 215, 361, 413, 488, 523 
, 534, 590, 679, 720, 7 9 9 &&Zf9 4 2 T*j»ftW&N$g-g-^U 
3->;Wt:gM5i^W1"S= (DNA 4 2 66 3 •? 3- K£ft£) ^OffiP 
R O 2 8 6 tt, 7 5 / FMug 2 9, 4 2, 8 0, 8 8, 115, 1 50, 247 
, 2 8 5, 2 9 3, 3 5 8, 3 6 2, 3 9 5, 4 1 6, 4 4 3, 5 1 K 546 
, 5 82, 590, 640, 68 0, 752, 9 3 7 35 £L e 1 0 2 6 T*'M&t®%; 
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[0 0 7 6] 

PR0285, PR028 6fcJxt?P R0 3 5 8 'J ^7^- F KMf & f 'J 3 

tif?ij A If ^«B?iJ C » L T— D&L ±<D-t V y f; tt X UtC x >?S»cD Fj/jD g; « 
BfltcADffoTJ;^ (0IS&^Un->;Hfcg|5S©iI-&) „ 7 3/*K*ltt» «r 
CPR0 2 8 5, P R 0 2 8 6 MD'PR 0 3 5 8 ;KU^7°7 F^n-F^S D 
NA^ mmo)7 3 /«K»IWS a F ^ti5± o tmlffi^nfcMt 
teV>T8EH ««« C t fc ,fc S D N A l/'WFegfcic «t t> ttitfc^H UT ivv 
[0 0 7 7] 

PR0285, PR0286 to it? P R 0 3 5 8 #U K±OK^t*6lO 
ftttMDSttt 8"JO#att =i is F © * U ^ 77 F -x© ft'T-W £ tz ttgftKft & 
«#fcJ:*. *©<fc5iStffiStt, 0>J*.tfl 9 8 7^9.3 1 1 Bi^OW0 8 7/ 
0 5 3 3 0*5<fctfA pi intWriston, CRC C r i t . R e v. B 
iochem. , pp. 2 5 9- 3 0 6 ( 1 9 8 1 ) fcgEKSftTVSo 
[0 0 7 8] 

PR028 5, P R 0 2 8 6 3s&tf P R 0 3 5 8 *°V F±K*p&~t 

< 75 /«J8US*n- Ft&a KVOSBffiKKJ: 5firoTJ:v\ ft^WK^y 
a~>;V&jft&i>ftn?£!^ fiJxJfH akimuddlnS, Arch. Biot 
hem. B i o p h y s . , 2 5 9:5 2 ( 1 9 8 7) *)«ktf E d g e b, An 
a 1 . Bio c hem. , 118:131(1981) K X DEKStVCVSo 
^y^7f - K±©K*{t»»»©»*W«»fttT h o t a k u r a 6. Me t h 
. Enzymol. , 138:350 (1987) tcSBKe tifc J; ? fc^Ifti 

y F-feitfx^y-^'u 3->^— if*fflv^rff 3 c fc^T-f So 

[0 0 7 9] 

BiJO^IfftWi, P R 0 2 8 5 , P R 0 2 8 6 43 cfctf P R O 3 5 8 4"° U -<77 
K*m^fV/^ett*'Jv-, «0Alf#yxf-uyyU3-;V (PEG) 
, #')7u¥lyy?V^-Jl£fzli#V**i/7A'*UyKmmVt%4, 6 4 
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0,8 3 5§\ IBIH 4, 4 0 6, 6 8 |B]fi4, 8 0 1, 1 4 4#, |Bjgg 4 

, 6 7 0, 4 1 7^\ |3]£g4, 7 9 1, 1 9 2 ^gcfc«|9jfg 4 , 1 7 9, 3 3 7 

[0 0 8 0] 

*%Hf]cOP R 0 2 8 5, PRO 2 8 6fc<ttfPR03 5 8 ;K U-^7°f- K5i^ P 
R0 2 8 5, PR0 2 8 6, P R 0 3 5 8 3;fc«^0$rJ=T*iJ©ga*y <\?=f- 
F £ ft B 7 5 7 ttGft fc*r&StfT&***5 *»flW 5 *SsT?«B b T t 

l^tl, C >S3T'*l,xlf h-y^fita?^U^7'f- K«t5 P R 0 2 8 
5, P RO 2 8 6 S fzit P R 0 3 5 8 ^'J^7°^ F(DWl&#frZ>%;Zo Xtf I-- 
7°# ^iil^tt^Sfefi^Sf* P R 0 2 8 5 x PH02 8 BIMPR0 3 5 
8 ir?<0 N 3fdH 3S ft C $tfH£ Bfrft 3 . ^CfcS&xfc:}—:/©* i^fWO 
MEttJW U ^7°f- F£Ht5lnMffl^5 C t E ± 0 tUHlf 3 C fc 5 
, xeh-7^^©ffifJ±K £ fc0, PR0 2 8 5. P R 0 2 8 6 tftSi P R 

0 3 5 8 jK >J ^7f- K*V x t 1 h-7$ ytSS^-r 3K£ TinttSfetigijOilffli 

[0 0 81] 

LT», *'J-tXfi>'y (po 1 y-h i s) Sfett^U-tXf-^-^U 
v-y (p o 1 y-h i s-g 1 y) 99', *-t?H A * U Kfcitf*© 
Rf* 1 2 C A 5 [FicldS, M o 1 . Cell. Biol., 8:2159 
- 2 1 6 5 ( 1 9 8 8 ) j ; c -m y c £ ^fc^U^tlf^tf £ 8 F 9 , 3 C 7 
, 6 E 1 0, G 4 , B 7 isXL* 9 E 1 Oini* LF, v a n P., Molecular 
and Cellular Biology, 5:3 61 0-3 616 (1 9 

8 5) ] ; fiitflM^Mx'^^xi^y/^lD (gD) ^^fcj;t>"^-© 

fift [PaborskyS, Protein Engineering, 3 (6 
) : 5 4 7 - 5 5 3 ( 1 9 9 0)] ^W.'iOJ^'J^fh'tLT 
(iF 1 a g ^7°f- F [HoppS., BioTechnology, 6: 1204 
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- 1 2 1 0 ( 1 9 8 8)] ; K T 3Xt!h-Wf K [Martin?), S c 
i e n c e, 2 5 5:1 9 2 - 1 9 4 ( 1 9 9 2)] la —f-^yV yxk? P — 
F [Skinner 5, J. Biol. Chem. , 266:1516 
3- 1 5 1 6 6 ( 1 9 9 1 ) 1 :33j:rfT7 5tfi?i 0 * V/^K'WF*^ 
[Lutz-freyermuth£>, Proc. Natl. Acad. Sci 
. USA, 87:6393-6397 ( 1990)] #W6tlS„ 
[ 0 0 8 2 ] 

t^^mWM^^r, ^^j^tt, PR0 2 8 5, PR0286S/C 
BPR0 3 5 8t;u^f FSfttttOifM-fcftJSyn^y^Sfeafta^ny 

© J: 3 ftli-arf*:* i g g © igCFc «Wfc*rr -3 t «t i \ i 

g !fSl/<ttIg < t fe- -3©RnC»Oft*3 DtLTP 

R0 2 8 5, PRO 2 8 6SftttPR0 3 5 8#lM:/*-F©T»r»© 

§o ft«yn:/ij yH^flcOSaJfiK-av^TSi, 1 9 9 5^6fl27 B3&fr©#EI 
RFfF®5, 4 2 8, 1 3 0#fc#B8£ftfcV\, 
[0 0 8 3] 

D. PR0 2 8 5, PR02 8 6 33 JctfP R 0 3 5 8 #'J ^7?- FOPS 

WT©«Wtt» cn60*V/^K*3-Ff*«M CWAtf, DNA 

4 0 0 2 1 , DNA42663 *J ilfD N A 4 7 3 6 1 ©^ft^ft) ^frfS 1 "* 

* # -^re^Tjf5sis«3: feti f v yx7 x * f tftisga^e-r sctia§ 

P R 0 2 8 5, P R 0 2 8 6 & d; c! : P R 0 3 5 8 F - Mmfa<D%.micmt % „ 
m S#^^3lim*toT»5giJffi*ffl^TPR0 2 8 5, PR0 2 8 6, 
PR03 5 8£fctt*tt6©£Stt*ll»f*Cfcfc*HSftS 8 WStfcf, PR 
0285, PR0 2 8 6SftttPR 0 3 5 8IE?0, Sfta^n?)©— SPS:, Hffl 
Kfi^W^'«E]$©^T^F^tJ;'3^-3TfeJ;^ M;L«', Stewart 
5,, Solid-Phase Peptide Synthesi s, W. II. 
Freeman Co. , San Fransisco, CA (1 9 6 9) ;M 
errifield, J. Am. Chem. Soc, 85:2149-215 
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4 ( 1 9 6 3) fclMBSftfe^] o -OtrhD©*V^»e^}±?»t±Sfi 

plied B i o s y s t ems^^FMS (*BL *'J74-^-7#k 
7*X^-m) «:8Bfiil#OjgjSK:bftA^Tffl^Ttf-3Tt.«t^. PRO 2 8 
5, P R 0 2 8 6 SftttP R 0 3 5 8 <D&W&.nfo\iMA*t tCitfrSfS, U ZftZ 

%{t^mrcimmm^mmm^rm^t>&z^m p r o 2 8 5 . p r 0 2 

8 6gfc(iPR 03 5 8SfPoTtJ:i/\ 
[0 0 8 4] 

1 . PRO 2 8 5, P R O 2 8 6 %fzl±V R 0 3 5 8*3- FT* D N A©*Sf 
PR02 8 5, PR0 2 8 6Sftl±PR03 5 8*n- Ft" SDN AfAP R 0 

2 8 5, PR0 2 8 6S felt PR03 5 8mRNA^ftL, ^tl^tHnJftg* P 

^;i/-e^giT§ tJs^nsm^A^iiiisnfc c d n a^t^'j fr^ffrt * 

l\ Lfetfot, PR0285, PR02 8 6Sft(iPR03 5 8DNA(t H 
ttWteilSnSi^Cl: MfflWPSWaSftfcc DNA^^yfrSflHyfc: 

U^f-F^fiStfc^TtfTtJ;^ ^MtRS^05-T7*5y Cia^T, JfW>n 

Ml (PEL) *»6#«-raci:*^fr*o 

[0 0 8 5] 

WW*** 7 fc|k L It5tl/i7"n-7" (fljfcfcf, PRO 2 8 5, PR0286S 
fttiPR 0 3 5 H <D$ yr^n%fcli.^%:< ttm'Z 0-8 O^SO^y ri"7^ 

fc:/p-7fcJ:S c D N A S fta^M?^^? 'J OX7 U --7^i, fldAfcf 
Sam brooks, Molecular C 1 on i ng : A Labora 
lory Manual (New York:Cold Spring Har 
bor Laboratory Press, 1 9 8 9) iC <fc-jTfEit£n/c & 
aaflPPW&^iS^fflV^Tff^Ci:*^**. PR02 8 5, PR028 6Sfc 

tiPRo 3 ss^n- K-rsjagys^m-raaijo-f-sH: p c R&%m^z z t 
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[±!BO SambrookfiiDieffenbachG, PCR Pr 
i m e. r : A Laboratory Manual (Cold Spring 
Harbor Laboratory Press, 1 9 9 5)] 0 
[0 0 8 6] 

Tt&vmmmit cdna ^ 7*9 u ©x? v -->?tm*imi?%o 7°n- 
ri\ ■ ' i * mi t: 'A'Hrti aaax 

±ia©S amb r o o k 6fc «fc OMfStlTV^, 
[0 0 8 7] 

^oA^a^-r^yx^y-iv^-pBisansE^Jtt, g e n b a n k 

lOftSOf- * -^-X $ ft aflSOEIWOEWr- * ^-XK SfEc? tUPJffl rTIH 

, ffliwif±/iswffj tt*«je-r8ft«)0^«!8:7;i/=ryxA*ffiffl-r*AL i c 

N, DNA s t a rfe^tfl NHERI T^©n>tf^-^ V7 h-)l77'o^ 
[ 0 0 8 8] 

ml x 'C 1 ] t PI 

*lfcJW§7 5 /BSEWfcfg^T. ^T&fttfiE© S amb r o o k 

[0 0 8 9] 

2. S±»©ffiP^«Kgt 
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Sm# & K: J; <3 JflSS*K4 UEiHR-r « C £ So fflflf, 
«tgS1%»'t.^1t^^^ft-t5li;i?l #SS^I/-=fe.M.mKffittx Mamma 
lian Cell Biotech nol ogy : a Practical 
Approach, M. Butler, S(IR L7VX, 19 9 1) :teJ:tf± 
EOS amb r o o kbKg5Ct«^5 0 
[0 0 9 0] 

««Elt5»S54KKfflPTff^ IBOSambr ookSKi 

StlSo Agrobacterium tumefaciens ic J:«!S5ftti, 
Shaw?), Gene, 2 3:3 1 5 ( 1 9 8 3) feit? 1 9 8 9^6J=i 2 9 B 
8 9/0 5 8 5 9 ^ffifcc frCt^S J: -> (c, &3*f ©teMlfecD^ffi 
^0«fc-7?a:iii8Sg04^l«a«<D»lfi»£:lMLTt±» Grab 
amhvande rgC'J ymtDly 7 Virology, 5 2:4 5 6 
- 4 5 7 ( 1 9 7 8) *fflV^Citf?SS, ««J^te'±S/X^flS®ltei» 
©-)K«I&1fSta^H1f fFJB 4 , 3 9 9, 2 1 6*fcB**ftTV**. Sf#OffJ 
1 [i z Mitk^sgctt v an Sol ingenS, J . B a c t . , 13 0:9 
4 6 ( 1 9 7 7 ) fcitfH s i a o 6. P r o c . Natl. Acad. S c i 
. (USA), 76:3829 (197 9) O^SKLfc^-jT»S 3 Lfr 

y^KA 0 D N A*ffl)BK#X-r*fBo*ilttfflV^r "ffiyBtWBSO^aiE 
SSO^MS&tfffifcBILTtt, Kcown 5, Methods in E n z y m 
o I ogy, 1 8 5:5 2 7 - 5 3 7 (1 9 9 0) *5 XT}M ansourb, N 
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ature, 336:348-352 (1988) *^ffl.2tLtzl\ 
[0 0 9 1 ] 

£ C T'CD^t 9 - * <D D N A 0 ? D -- y k a^StafT 5«±ffl)B fc L 

robacteriaceaetfW&tlStf, d^f»tPS^$tl*V\ *8§iSK 1 2tMM2 
9 4 (ATCC 3 1, 446) I ^HMX 1776 (A TCC 3 1, 53 7 
) i ^JlffiSW 31 10 (ATCC 27,325) tS&ZfK 5 7 7 2 (A T 

c c 53,6 3 s) 'm^mkmmm^mmmm^h^. 

[0 0 9 2] 

1" § ^ £ £ - OJiS & £ D - r. y ifm^. S ft « 85S?g±T' $ § „ Sacccharomyces 
cerev is iaetfilHWH I ^ ft* T********* & 5 . 
[0 0 9 3] 

o d o t o r a S f 9f«S4» ft Wfflft 
m3Em&&tLZ&**'(--X'sl*X#-9fl# (CHO) fci'JCOSIW 

itwsns. $st*#w&fflii:bTtt, s v 4 oTfiasnftt^iic 

V 1 mum (COS-7, ATCC CRL 1651) it MI&}WW»fflJE& 
(«ig*WT'!Dti5gOft46t^y^a-r: y?'* fife 2 9 3Sftt42 9 3 IE 
R Graham?,, J . C e n Virol. . 3 6:5 9 (1 9 7 7) \ <? 
t^--XAAX^-iilS/-DHFR (CHO, Urlaub and 
Chasin, P r o c . Natl. Acad. S c i . USA, 7 7:4 2 1 
6 (19 8 0) ;?^X-b;l/hy-iBS (TM4, Mather, Biol. R 
eprod., 2 3:2 4 3-2 5 1 (1980) ; t h-Mffi (W 138, A 
TCC CCL 75) ; llMTfUM (HEPG2, MB 8 0 6 5) ; fcj: 
aV^X©?l+i-/vBS (MM T 060562, ATCC CCL51) AW 
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[0 0 9 4] 

3 . mmmm^ $ ?-<omtp, t im 

PR0285, P R 0 2 8 6 g tz\t? R 0 3 5 8 %=i~ VtZtm (ffll/Uf c 
DNASfcttSftfeftDNA) ^u~=.->9 ( D N A ©ifflM) fflSfcajgKffl© 
M^%^7£-K}fAL.T<fc^o ^aa^^^-jiMttKjpJfflT^ao 0>J* 
«\ -<^^-«7°7X5 F, 3X5 F\ 7^/UX)S?$fct£7 7-^©J£T*2&o 

o ant, ^w^tbti±->m« ««m(6ai3ffi. hwhw±ot- 

iywfiW^h, 7*n*-*:feJ;tra^JfcK?Jtf$tt:f&*i 
[0 0 9 5] 

PR0285, PR028 e&^tfP R03 5 8?^^lli, IM^CJ;0 

B»fcfNTtJ:wD**&"#\ &mz>w&£tz » * u ^ 7> fon 

W£©«»fa5ffi*#r * •> *-*7MBW* fc«fl&©tf 'J "<7> FT* -a T J;t,*M 
tf U *W H i: OWM* U ^7=^ F £ L Tfto T t> «fc l\ iffllit, 5/^/VB?>J« 
^£ J: <, Sfttt^^^-KifA^nfcPRO 2 8 5, P 

R0 2 8 6SftSPR03 5 8 DN A©— gPT$>-,T.J:t,\, v^;VS?dJi, f?J 

v>. u®-?<D%mrzit>K, 'yfi->vmm^ mum®* >^ti?~v 

— > 7/b7 tS^'J — (SaccharomycesfcKluyverom 
y c e s O o U -?-# : T'S D , fl&fStiKBtiffiS 5 , 0 10, 1 8 2 ^tc 
EKSftTV*) , Sfta«Mt*X7r*-Hf'J-^-, C. albicans 
tfU-^- (19 9 0^4.^4 H^BIOE P 3 6 2, 1 7 9), 
tfc(il990^11^15 Bi>H©WO 9 0/1 3 6 4 6 KWSSOW-fhX* 



(43) 



f# g 2 0 0 2- 5 2 6 0 2 8 



e. mc ^ -Y ;l/ X ft* V - ?-m v ^ T J: ^ „ 

[0 0 9 6] 

sm* V $ - is & Xf 7 d -r. y * # - 1 1 1 „ -anu h © jbr s 

p B R 3 2 2 ©ffifflMi&glSfiHil* tLZto? 1 ? AlfffifflMKJgU 2 M 7^X 5 

hMivs pffittsnacjgb, ^fc^/PxiiteiMt (SV40, t:y*-v, 7 

tV^-i^VX. VSVSftftBPV) tt"i?Lii) ! l%«*0^n--y^XX- 
[0 0 9 7] 

7 * - 7 n - - > ^ ir ft - ft ftS «K 14, IK? - * - 1 1 nf tl 
Ht, tflSJf, 7Vtf>"J>\ *t?^-»\ ^hhU^-b-hSfcttrh^lM 

^u^ic*^raiftt*^t**>, (b) mmmm±Kmzwm%ti\ *&» 

T3tcDT\ 0>l*.f£Ba c i 1 1 i cDDT^-y^-trv— tffcn-Kf Silfc? 
[0 0 9 8] 

W?LSMgOjiS*ilfRv-*-«FJ*Pa, PRO 2 8 5, PR0 2 8 6S 
©ji^%#f±ffll'e!a, U r 1 a u b 6, Proc. Natl. Acad. S c i 

. usa, 77:4216 (1980) icx^mm^nxi^x-)icmm^n, 

7 1 1 - 1 > [ - ^ r P ISt7SS lS t 

inchcombP), Nature, 282:39 (1979) ;Kingsm 
a n b, Gene, 7:141 ( 1 9 7 9) ; T s c h e m e r 6, Cone, 
1 0 : 1 5 7 ( 1 9 8 0) ] . & t r p 1 h U 7 h 7 7 
^<i^JS**, ^UtfATCC No. 4 4 0 7 6 Sfc(iPEP4-lfflO 
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miR^-iJ-^mmtZ [Jones, Genetics, 85:12(197 

7) ] . 

[0 0 9 9] 

S/£J6t, PR0 2 8 5, PR02 8 6£MPR03 5 8^y/^I*3-K 

[Chang?,, Nature, 275:615 (1978) iGoeddel 
5, Nature, 2 8 1:5 4 4 ( 1 9 7 9)], TJlfi U *X77 tf, 
r- U 7° h 7 7 y (t r p) 7°n*-^->X-rA [Goeddel, Nuclei 
c Acids Res. , 8:4 0 5 7 (1 9 8 0) I E P 3 6 , 7 7 6] 
^Zft a c-fu^-^mo^^y'V y ?'yn=e-9 [do Bo ere, Proc 
. Natl. Acad. Sci. USA, 8 0:2 1 -2 5 (1 9 8 3)]*^ 
tf&nSc ffl"IfiVXTjUit€)i^n^7 c P ; e-^tPR0 2 8 5 > PR0 2 8 6 
$fcttPR0 3 5 8*3-FT*DNAC*MMffiK»|g«-a-ftS h i ne-D 
a 1 ga rno (S. D. ) E^^Lct ? 0 
[0 1 0 0] 

V-b\s-h*i-~ m-fvt-fi LH i t z ema n 5, J. Biol. Che 

m. , 255:2073 ( 1980)] ^tzimnmm^mm [h e s s e, j 

. Adv. Enzyme Reg., 7:149 (1968) ; Holland 
, Biochemistry, 17:4900 (1978)], fl»J*.fcfx/^- 
-tt i"JW^rk F-3-*X7i-hft h'n^t" t*\ tr 
, tf;l/^-f-f'A;l/#^£/7— ff, *X*7;1/^ h*f— - t\ ^;vn-x- 6 - 

± tf 3 +7— era w 6 n s « 

[0101] 
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-t/b7/b-f t K— 3 -*X7i- b ft Kn^T— ■ t?*5j;tfv/l/ 1 — X-^^f 

jgg^^^^-tyat-^ttE P 7 3,6 5 7££P.£KiSSftTV>5 1 , 
[0 1 0 2] 

w ?Liswri£»iaa^tD^ ^ # ?> © p r o 2 8 5 , p r 0 2 8 6 * ft a p r 

0 3 5 8(E^l*, i7,l»'J st—x"7^bX, iM<7-Y;bX ( 1 9 8 9^7 £ 5 
BfROUK 2, 2 1 1, 5 0 4), Tf/W^X (7f7-7'i'/U2^) , 
^v-fLWB'^i'^X (SV4 0) , bUWH^/bX, 1M b^tfo-M/bX, 
UhP'J^l/X, BSjff&^/bXfc£m>-;b t /---i7bX4 0 (S V4 0) SO 

V 7° n t - £ S ft li ft & ^ n 7" U > 7 n t - 9 ft «k tf jft -> a >y * 7° n * - * i c J: 

- 

[0103] 

P RO 2 8 5 , PR0286i:ft«PR035 8 1° U^7°f F*n- KfS D 
N A (OHmSmMK «fc SIE^&^V/n ^He^fc^* AT S Cfcfc 

^SS&Tfe.fcvv xy^y-tj-ti, ffi^i o~3 0 0 b pOD N A©i/Xfffl 

V, 177?- tf, 7/1/75X a-7x b7y/^7S5*J;t>Vy->aUy) « 

»j^fis-r« s v 4 o (b P i o o~2 7 o) , +m b^n^/i/x^x 

nt-?iy/N>^ 1SSH5^g|5fficD^fflffl!lCffiB-r54« U ^-vxyMy^fc 
WTfyW/VXiynytAWSM. PRO 2 8 5, P 

R 0 2 8 6 $ftB P R 0 3 5 8 *3 - Kt8»#UT S ' Sft«3' ©fiB 
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[0 10 4] 

tm&imm mm. x* s*> «»* wm. tK t^ft^^fewc 

7DNASft(icDNA05' fed; tfJfr&lC £ o T » 3 ' ©#H»?ffiigfr £> fUffl 
BJfigT'fe 5 o d ft S ©ffii8?« P R 0 2 8 5 „ P R 0 2 8 6 £ fttt P R 0 3 5 8 £ 
a- HtSm R N A©#ffl?!R8IJ#ro# U Tr^/WtSTfrfc LTK^Stl* * 4r U 

[0 10 5] 

ffl^x.^ffiifitl^Ha^ii^J^T© PR0 2 8 5, P R 0 2 8 6 P R 0 3 

5 8©e«Ka#ca-rss6cBijo*& ^^^-feimff±»iiG e t h 

IngS, Nature, 2 9 3:6 2 0- 6 2 5 (19 8 1 ) iMantei 
t,, Nature, 281 MO - 4 6 (1979) ; E P 1 1 7 , 0 6 0; fe 
«fctf E P 1 1 7 , 0 5 8K3E$t2ftT^§o 
[0 10 6] 

4. ae?-m*R©^m/52iH 

Sfc*WStlfc:/n-:/*Jf^T, WAtf, mRNAO|g^*jafr*«fflO-9- 
fy/n^f-fy^ 7-f>7D7f^y? [Thomas, Proc. Na 
t 1 . Acad Sci. USA, 77 = 5201-5205 (1980)], 
F>y l-7D7T-fyy (DNAtI) » £fcte in sit u^fV^€~ 
>-3y!cJ;i)Sgi£LttJ;v>o feL<», tS£©r4i«. «H*fcfDNA:i# 
il, RNAr*ifeiD*DNA-RNAA^r')7 K -.-14?! £ fc 14 D N A - £ > 

[0 10 7] 



if , J „ - t * )' p | u ? tJ J - -r -t ; ( 

ffl&Kftiit/ *n— 7vl/£ fetttf U f a—^;KO^-fn-pt«J:<, WSJSfft 
(^TUl\ ffifijfc^ 3c88E5lJ P R 0 2 8 5 , p R 0 2 8 6 £ fcS P R 0 3 
5 8 jtfy^T^ FEttLT, SteJiCCfcffifltSnftDN AE?iJfcK"J< #J«^ 
7> Ktdtf LT, Sft(iPR0 2 8 5, PRO 2 8 61 feli PR03 58DNA 
KISS'S, froWJtOiaflcxk! h-7£3-K**ftS1±l£?JK#LTiS*L 

[0 10 8] 

5. tfij"WF©*» 

PR0 2 8 5, P R 0 2 8 6 $ fc« P R 0 3 5 8 <D&MlZtS*t%i&T£ fcttSi 

,Trlt on-X 1 0 0) SftttWRK £S«W*E^TKfrS»tti;£#S C 
ttfTt&o PR0 2 8 5, P RO 2 8 6 $fcttP RO 3 5 8 ©f&glfcffl^&ft 

[0 1 0 9] 

ffl^^ffl,5§^>/^RS/ca^U^7°-7"-!-^P.PR0 2 8 5, PR0286 S 
fettPR03 5 8 *W«-TS C t tSS L^T?£3 5. TEO^«iiS«W® 
£i£©0IJ/^T-&S : J*>3mt)7Uz£2>ftW : x*/-/Wftl8 : iitRH P L 

c ; i/VtiZtz a a g 1 ^- y:ieJt«tBg, li s* d e a e iz i. « ^ n v h ?77 < - 
; 5rnvb7*-5&i/vy; SDS-PAGE ;«EetfclR;WA»f Se phad 
ex G-7 5*ffl^Sy/l/5a I I g G^<D^Ettl%^£-f 3fcy>©7W^ 

© <t -5 &A1£«l v frlT$> D , IxilDeutscher, Methods in 
E n z y m o 1 o g y , 18 2 (1 9 9 0) fei'JScopes, Prote 
in Purification: Principles and Pract 
i c s , Springer - Verlag, New York ( 1 9 8 2 ) ESS 
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[0 110] 

e. h-iMv'ifmcmrsi&mbx-vrsmk 

tWPR02 8 5, P R 0 2 8 6 *J «fc tf P R 0 3 5 8 # >J ^f=f- VOMMlC £> 
[0 111] 

PR0 2 8 5, PR028 6 fcJctfP R 0 3 5 8 ^ft^ftn- Ff^^S© 
^E?iJD N A 4 0 0 2 1 , DNA42663 fc'iilfDN A 4 7 3 6 1 it£^ 

fcLTfflVT, iMIE?«:*lt5*\ SfraHK 3*5<ttfl 2A~Bi: 
ZftZ'tllC i^Stlf:PR0 2 8 5, P R 0 2 8 6 £ fcfci P R 0 3 5 8 EfUCM 
LTBiaoE?>JHI-tt*^-r**6J{:BiJoae? P RO 2 8 5, PR 

0 2 8 6lfeBPR03 5 8 cD^^ftf*, SfaZZtlZOtZ t FfflHOft 

„ 7°n-7"©M$!ift;©Se;^2 0~,ft5 0WMT°$>2>» >U7V 3 y 

7°a-yim2t3 {mm* 2) ^ *fe«Ri5*>e7 oew*»4) » 

121-22 imm^l 4) ©ifli5EW$fett**^J©7n*-*» lyn 

U-->^«, / ^aODNAK'lJ*flMPR02 8 5 > ffcftPR0 2 8 6 
, sf:<ApR0 3 5 SMB-fno- FfH«*#«LTft4 0iSS©KK7 = P--7' 
S-a-«-t§^i:^e>*Sf£5-5 0 /v-f7U ^-Y-tf—> a y7°D-7«, 3 2 P 3: 

J: <o yn-ficm^^tz7 V *X7r if— WOjUPEWWf O^ttftftW 
ic^ i;)!iI«LTcfcV\ *^©PR02 8 5, PR02 8 6$ftliPR0 3 5 8 
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/v>f UN \ 4 i.i i ■■ u r ofeitCM r u i scfgffi^^HH^J** 

T§tSii7 = n-7"*ffll/^T. tbcDNA, tffittDNA|fe[imRNAtD7'f 

& fMir So 

[0 112] 

c c t- l--;t/#>v^K£3- Kirs 7 7 FE*U*ffl^T, M F 

SttS^Utf^KEm, l^FOK'tfK fl»|*.fcfi n sit u/^-'J^V-t? 

Y7'u ^v-y-v-a 7-77 g yy*i%^Tm&#%&zf&&fa<Dm}%inw 

[01 13] 

/^KSfts^iras-rsrvfef etffl^sii 4:ff-c*s. pro 

285, PR0286 fc«fctf P R 0 3 5 8(4, h-;l/OS^1*tt5te»I©3c 

^ 7°^ F S fe « /J^ Y-nWfflB'B. Sf:tt7J-Xf-OX^y-z> ^fc ffl ^ * C 
I — U ^7°^ F© U F<D*^WJSttK:(KfciS«:fl:^ft*^ 

^ M^mm ?) ; 7 u - - > ^ff-Knz^r _ r: 5 - a /: » :c s - -c x 
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MS Sc5 < 7 >y -tr Y « O &mz°mMt S c t A^t* * a „ 
[0 114] 

-f y li h a 7 -y -tr Y « h -;l b-tr * U -<7> F^©j£#®Si§-»£:/5i/\ 

ft»6c) 3^S(D«)!8rt$fc{i»Ba*i.<D h-jMM&+zm cr&tj-s, f-/p 

<^*<> ^'5 t/c^0SmiW (CT^axyf-F) g|5^^7'y-b^TfifiJt»j|g 

mm v- h ? > >\ t n k » t t Kr&sntt t ssa * « ±i^\ * 5 

V, *ttJW, 7of-7— trVybK^- ?7b7— tr'f ytki'^-. 
[0 1 1 5] 

«\ }« -/i- y/V7H^#HS|g^ijtittE x immts^m, sum rammw 

ii^Sg-co/cfe K MJR-t a /A ffljift^fflfiox ^ U y i^SH £ f * J: 
[0 116] 

-f^a^avft, y/^®i:-otU:<D^^ttk©Hm/W 
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ixn t c a ctRs, ^3S(*i§^) . mat mx.im#m».^<D\afe<t) mv> 
ftfcmariiKissa cmti^ pvyp- 1 s^a-yssttk Poiyf 

i t r on i c©l7j<GFCl^ , Wa?F^7^ (Wfcfcf 
[0 117] 

t>J:V\, 

[0 118] 

PR02 8 5, P E 0 2 8 6SftttP R 0 3 5 8 Sfcte^ 

5DNA7$5. -M^ffSCfe^T, &ti'l2n/t&«(o Lfc^'oT, PRO 2 
8 5 SfeliPRO 2 8 cDNA^TPR02 8 5, P RO 2 

8 6tfc«PR 0 3 5 8^3-my7ADNA^^D-->m, TV A 
l i ! 1 [ II ' - x 4P P l 5 8to-Ft5D 

N A *»g-rSlBBa**-*-* P 5 yx^i-'y *SH*l£ft3 Ci^TSS e P 5 

Hfflfc&oTfetK fiSJ^tf ^HWffm 4 , 7 3 6, 8 6 6^fc|3]fg4, 8 7 0, 
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h 5 > t. ^- ymkomm t * « . mommKWfoo&m&x&temk's 

ftfcP R0 2 8 5, PR0286 tftlJPR 03 5 8*3- FT* l-7yXv'- 
y©3lf-*frf3 h^^X^i- ■y?SM&*ffll>T, PRO 2 8 5 , PR02 
8 6Sfc«PR03 5 8*3-FT3DNA©Ji&Lfc5^©3»£*II'<SC.i: 
tfTST*. *©<}: WAtf*O3BBSSH»cHaLft*Bl*aB)!)>6<0« 

[0 119] 

L < ti, P R 0 2 8 5 P R 0 2 8 6 ttzit P R 0 3 5 8©#fc b#tf 

C»Jx.M?L«I) ©*@|3M**ffl^T\ PR02 8 5, PR028 6^/ttiP 
R 0 3 5 8 *>^f?*3- F"f 3rtft»G?i:. »1%©K»cWA3ftfr 
PRO 2 8 5, PR0 2 8 6 lftSPR03 5 8 *3- FTS^M&feftitG; 1 ? 
t ©i^-ffi&X ©£S!i fc LT, P R 0 2 8 5 S feli P R 0 2 8 6 £ fcli P R 0 3 

5 8*3- ft*, fcKSfcttSHa&patfrr* r/y?7*Kj im&fts 

C ftlAfi", PR02 8 S, PR0286 S/ili P R 0 3 5 8 *3- 

Ff £ c D NA*ffl^T, P R0285, P R O 2 8 6 P R 0 3 5 8*3 

- Ff^SSfettD N A*S£i£tl#:Kfl5E LfcAST^o-'y^tSCttfi? 
15, PR0 2 8 5, PR0 2 8 6Sfcf±PR03 5 8*3-K1-a5fe€sf*DN 

ffl 1^3 c t © T* t S 3 K v - A - * a - F "f 5 i c g ft $ -£ -5 C t T* § 5 
o jttSIWtctt, (5' t3' ©W*48fc:*s^T) »*P^-x©*Sga©»JSD 

KifThoraas and C h e p e c c h 1 , C e 1 1 , 5 1 : 5 0 3 ( 
19 8 7) *#HS$nfc^] o (m(Jlp^hD*W->a >IC& 

5) K#IKEiAL, C ©SASftfc D NAAWD N A Lfe 
«B^*mf« [ff!lx.lf, LiS., Cell, 69:915 (1992) *#fl 
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flafc^XUT5fc^*^^*JKriWS Wm£, Bradley, T e r a t o 
carcinomas and Embryonic Stem Cells: 
A Practical Approach, E. J. Robertson, fi 
(IRL, Oxford, 1987), pp. 1 1 3 - 1 5 2 fc^HaSftfc^] 

a^filEJsf-r 3 [OTn^ 5 PR02 8 5, PR02 8 6$ft!±PR03 5 8*'J^ 
CO 1 2 0] 

ts KaWtomcO&ZT) N ASftlim R N AOHRlSfcttJSOSLOSl^fctS: 

ftlStL-rf1sffl$^5.-i:A s: -?*§Ct*TOC7S$tlT^S (Z ame c n i k 
5>, Proc. Natl. Acad. Sci. USA 83, 4143-414 

6 [ 1 9 8 6]), cnbo*'jJ7^i/^m, WAif^nsomsiW*x 

C 0 1 2 1 ] 
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vehPT?i£-r©K»f 5Stffffcl/n4, 'JsKV-AOfUffl, xU*hn#b- 
5/3>, V^?D^y^^> 3 ^ fflflSM^ DEAE-f+Xh7X U> 

Tit. * CCX itfH' ,J r-j : - ' + L- -hn^ i'.'KX'i A^H;i5h7>77i^y 

ff 5>tl§ (Dzau6, Trends in Biotechnology 1 
1, 205-210 [199 3] ) „ feStf^tt, y/<2*£fc 

« ? y / ^kb, «k tf/i ft aw * ar mm * 4 fie? 1 s 
n* 4-- -v 7°-> f £ y / < * k s ft a * <o»rfr . y-e rt«t*sij § * 

>/^jucjWs*t*, «jfirtJBM:**«i:u «BJBrt¥H8B*fa±s-&«* 

v-XCKfli, Wub, .) . Biol. C h em. 2 6 2, 4 4 2 9- 

4 4 3 2 ( 1 9 8 7 ) tSXlfVJ a g n e r £>, P r o c. Natl. Acad. 
Sci. USA 87, 3410-3414 (199 0) {Cj^Tia^StVCV 
§o «i£i^»©aie?«ii tjie^ ^«7j»©«SifC-OV 'ta, Ande r s o 
n t>, Science 256, 808-81 3 (1992) 5:#,lSntV„ 

[0 12 2] 
F. tri\—/]<*>'Vm:'* 

[0123] 
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y /< *HSifl«i # U * a -^/Ha#* 6 ft t> T t i v\, * >; * a - 

0 2 8 6 # y ^ 7°^ F £ ft B * ®S4# 9V*9W&&ihZ3i \, \ * . ft 

I- o S H f#J L T a 7 a Y >' h Ox^ 7 y A > h i; 'J M P I . - T D M 7 a 
M'yh (-t / * X & U ;1/ 'J t° F A s MM/An-X^'J/SnU-h) ^ 

[0 12 4] 
2. */y-p-7M/i{* 

fa—t^mt, KohlertMi lstein, Nature. 2 5 6: 
4 9 5 ( 1 9 7 5) laotEKWa^JA^^'J F-Vf|^l^TilL 

[0 12 5] 

ftjM'Jt UTtt, HSWfctt,. PR0285, P R 0 2 8 6 SftB P R 0 3 5 
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^tt/W/iJ F-VffilS^JrMeHiS [God i n g , Mo n o c 1 o n a 
1 AntibodiesiPrinciples and Practice 
• Academic Press, (1 9 8 6) pp. 5 9- 1 0 3] , 

mmmmmmmt Ltcmmmm. m^xs.. ^^«fct?t: h&mvnm 
wmm-c&Zo mmt. 7>yhti< i$*xs.>mmmm%zm^z> m^x 

+ 1 t>'fy^7-y*x*Wv/;i/h7yx7i7- tf (hgp RTiitaHP 

R T) /W7"'J K-VOSW^tftSfclfctiH GPR TMi« 

HATigfflj ) *tt1-5feOti5^ 
[0 l 2 6] 

K#S L^TOttBflBRtt, ffl|Atf*H*U7*;l'=7WlJ->'ri'XdC!)S a 1 
k Institute Cell Distribution Center 
tfcli* y-9V F'J'Hp -y £ tffl/OA m e r i c a n Type Cultur 
e C o 1 1 e c t i o n*>5A#fS n fc©T?2S*X5#fgg|fflBB£T?$>S 

(O^fifclflLTiEfiSnTV^ [K o z b o r. J . 1 mmu n o 1 . , 13 3 
: 3 0 0 1 (19 84) ; B r o d e u r 5>, Monoclonal Anti 
body Production Techniques and Appli 
cations, Marcel Dekker, Ink. .New York ( 
1987) pp. 51-63] „ 
[0 12 7] 

r^y'V F-TffllfitfiSfcSftSfflJfiigflSH:, *KPROZ85, P R 0 2 8 
>l/$i#©fi5£Wgttli, fcJSEifcfgi: fe» 7 A / 7 -y ■bi' (R I A) tfcti 



(57) 



2002-526028 



i 1 i *%mMm (el i sa) me>'(>\zYvTv*'(Kz*)mi£zt\%~ 

?L'vi, M u n s o n fcilf P o 1 lardOSatchard #8tx Ana 1 . 
Bioch em. , 107:220 (198 0) fCcfcoTiftet 3 £ fc^T'tS 

[0128] 

{ro-r^U «WI«a^rffiKJ:DJiSIS-a:a LiiEOGod i n g] „ '© 
1 1 6 4 0«****^5+iS„ &L<Hu ;W7U F-?WS^uf?Lgi+©K/l< 
[0129] 

■9-7 * n- y ic j; t> tife* / * n— Jvi/K#tt, 09* ff 7"n t-T > A - 
[0 1 3 0] 

t/^O-t/M/iftli, ISilDNAffi, 0G*.tf*H1fl l lFS4 i 8 16, 5 6 
7 SfciaRSttfeJSfffifcJ: O^Tt 7 7 p— r Mm*u- 

I I I.DN i*i > ,1^11 ' if" i 1 - i! !h )-af*.<0*f^t»^n 

ffl ^ 5 C t C J: D ) §^ K W. L TlH^MXt'f 5Ct* s Tt5 3 *5EWO ' 7* 
U K-v«||Btt j e©J:3aDNAO»SL^V-XkLT»<. l^fcAJMS 
ftfe&, DNA«^^**-fcAnTJ:<, 3J?K*nS{*"Pttft«EynrUV 
^>^7fi*ft^%l^;LC0 S«@. ^W--XVnAX£-0PJII CCHO) 

?*/Xa— r;l/ft#co£-j££f#5, KD N AttWAtfWoliBSOliBmSiJOft 
to 5 let: h©««ifttte«£«K^'r>'Kll#»*«i:tK:J:i3 DfcBlffFB 
4 , 8 1 6, 5 6 7*?; _kfB©M orrisonB], SfcttlSftJaX'n 7*U > 
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Btzmmtrsv* ztic&r)®mLT$>£\,\ ^cox^^m-M^yv y-s 

[0 13 1] 
[0 13 2] 

th ta^Ot Kb0««, ^th^S^n7"UyiCEj3*1-§ 

,tr (WAtf, »3Fv, Fab, Fab' , F Cab' ) ZZfzimomm 

WftH (F^— ffiflO ©CDRO^KJ^TBStSttfcfchfcJJEyn:/ 

yy (%mtn.m thM^yyoFvft 

$SOT*{&-rs#fc h«£T?fiift£ft*. fcMUfttttt, »§F#Sift:K:fc»AC 
DRk:fc#^lcfcAMl&V'H&fr&&?TfcJ:Vv HRWfc. tUtWi 

, f^TSfttt^sswE'r^Toc d Rwmmtt vmtvu-fv yco&ottt 

JEU RiWt F-M£?WJ ^aee^j© 

t «T*$ 3 '>& < 1 1 — 3 S ft ttzi'OO SSftftC t ^ T © WIS F /■ 4 ^ & & £ 
B5 3 t Ffcfnft:iiiiitc;ifeiiE^n7'''J>XE^gP (F c) 



2002-526028 



, mmmimthmzVv^vyvmmmfr^ft-ix&^T&zv [jone 

s 6 , Nature, 3 21:522-52 5 (1986) ;Reichman 
n5, Nature, 332:323-329 (1988) : tiitf P rest 
a, Curr. Op. Struct. Biol., 2:593-596 (19 9 

2) ] . 

[0 13 3] 

U£ L-fcfftStl*. t hfta, JSWjKii, Winter kft»^ff©7^£(- 
bfc*^T [Jones?,, Nature, 3 2 1:5 2 2-5 2 5 ( 1 9 8 6 
) iRiechmann?,, Nature, 332:323-327 (1988 
) ;Verhoeycn5, Science, 239:153 4-1536 (1 
9 8 8)] , tfr>WM<D CDRSftSCDR E5»J* fc h ffittOttJ&r SBffiWOft 

?Tmmi<tirz**7m?3bz> ommmmA, s i 6, r>6 7§) „ jmkc 
a, t himmmmmiat, -»oc d Rjaa*j:tJ : * j E-6<-»oF rhs 

[0 1 34] 

KuttT'SS [Hoogenboom and Winter, J . Mol 
. Biol., 227:381 (1991) ;MarksB, J. Mol. Bi 
o 1 . , 222:581 ( 1 9 9 1 ) ] c Cole t>33<J:tf B oernerS© 
Ktit t h^y ^n-f-^KfrOM^CfUfflT'f § iCole6, Monocl 
onal Antibodies and Cancer Therapy, A 

lan R . Liss, p. 77 (1985) and BoernerS, J. 

Immunol., 147 (1) 18 6-9 5 (1 9 9 1)]. PO^tiC, H t-f/i 
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fc<Dfc#iifcflnVS. ~©77°n-=H£, Wx.tf*a^fF^5 , 5 4 5, 8 0 
7 ^\ IHIS 5 , 5 4 5, 8 !) 6 > ,\ i 1^5, 5 6 9, 8 2 5^, |rUM 5 , 625 
, 12 6^, W>% 5 , 6 3 3, 4 2 5t, US 5 , 661, 016^1 fcAtflX 
TOS^tHRgia : M a r k s Bi o/T echnology 10,779 
-783 (199 2) ILonbergB, Nature 868 856-8 
59 (1994) ; M o r r i son, Nature 368, 812-13 ( 
1 9 9 4) ; F i s hwi 1 db Nature Biotechnology 
14, 845- 5 1 (1996) iNeuberger, Nature Bi 
o technology 14, 8 2 6 (19 9 6) I I, o n b c r g and 
Huszar, Intern. Rev, Immunol., 13 65-93 
( 1 9 9 5) EiaRS*iT^6. 

[0 13 5] 
4, -ffllttiaf* 

6O-PiiPR0 2 8 5, PR02 8 6$fcai'R03 5 8 9 yr\9W^%t 5 

WAfcf T L R 2 tMLTtfgffi%WTS-#SftJnf*?:Piat-?.C fc fcnTteTfc 
[0 13 6] 
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stein and Cuello, Nature, 305: 5 3 7-539 ( 
1 9 8 3)]. Mt?a7V vo>WmtWk<f> s 7V?hrs.mmtctb^ ctiB 
On^'JF-? /7Fn-v) l±l 0«JS©S4«Sitt^©iB4E«J;B:iB£- 

. 1 9 9 3^5^1 3 B&BHOWO 93/08829 fc X tfTr 

auneckert., EMBO J. , 10:365 5- 3659 (1991) 

[0 1 3 7] 

pif^o^mfstt cM#-fitst«s^a5ffi) *.mf%>mmm. hw^w 

tty^wc H 2 fc C H 3W*ii^ftSftfi^n7y yo«BS*K^w , > 

Kmbiammtzm <r>mm^nm (chd ^tactwsivs s 

mm.nfm.fn y u f-t § d n a ft* tfBrM-efctttfft&^n 7 y y 

n#Sttetf*©^CD5P.&«^t;:c>l/>Tf*, 0U*tf S ureshS 
, Methods in Enzymology, 121:210 (1986) 
1 * . J I 

[0 13 8] 

5. ^am^m* 

f=sf*^6&5 0 mtf, *©«k^a*t<*sftaE*»ia©«w%^»aiiiiiifiEifii 

lt£^S/ii6K [/[II#fT-|g 4 , 6 7 6, 9 8 0#] . *5<fcL e H I VjS^Oj&S! 
£Df:S6K [WO 9 1 /0 0 3 6 0 ; WO 9 2/2 00373 ; EPO3089J 

4 FSStSJSftfflvSJbv *fclif-*x— r;Wa#*Jg^f *cf:fcJ:0«Wlb 
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-4-^;l/*7 P f7'^U 5f ; -h*5J;cf7(4aWf;r*4, 6 7 6, 9 8 0^ii 
[0 13 9] 

G. Kh-;P*y/<^Jttt;#fc:BB-raffiffl 

*M©fiih-i«l*tt?S&tffltt«:St5 = KPR0 2 8 5, ffi 

PRO 2 8 6, KPR03 5 8 *5 £ t>*jn T L R 2 jfiflctt, P R 0 2 8 5 , PRO 
286, PR0358 tfcfiTL R 2fcH8L,t\ MASftttiaMfc *§«£fc«rfri 

^ [Zola, Monoclonal An t i bod i e s : A M a n u a 
1 of Techniques, CRC Press, Inc. (1987) 

pp. 147-158], wR7y*4?mvztiim.mmmm&i&ttT?m 

RIffi7C*s mfcPH, C, 32 P, 35 SSfctt" 5 I , S#£fctt{fc¥«itefl:£ 

«ttW7-9-e/<-**^^->tfTfco-C^V^ Hunter?), Na t u r e, 
144:945 (1962), David?., Biotechnology, 1 
3:1014 ( 1 9 74), Painfi, J. Immunol. Mcth. 40 
: 2 1 9 (1981) fe^Nygren, J . Hi stochem. and 
Cytochem. , 3 0:4 0 7 (1 9 8 2) tj; DfBiceftfci>a©l^-f 4a 

[0140] 

JaPRO 2 8 5, JftPRO 2 8 6, MP R 0 3 5 8 SfciiJnT L R 2tfEffct>lfi 

& *.iguB8*ft * fc tt^M© v - x ?> © c n h % vi\ t n<o 7 7 -r - t- J -fit 

Si-'^fflT-feS,, :©7"ntXCi5l,>r, Ctl5©Trol 1 
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SJnl**, S e p h a d e xtifli* ;fcB:3l^©Sm»:fc:&»I©£ffiJ&ffl^T0 

•£©?&, la^ftKW^-a-LftPRO 2 8 5, PR0 2 8 6. PROS 
5 8 SfettT L R 2 ^^A^RWnosm^O^HWE-r^TtOtJg^Ptfi-rS 

[0 14 1] 

m.y-^v^y^ of&fr-s, kpro 2 s 5, inP ro 2 s kpro 3 

5 8$fttttaTLR2K#) lifth-/H/t^O£l«Stt*/ny^t50K 

%mm%*y>^% clbp) nue^r*. co^snfeiK^tt^tcD 1 

•fe>"*X*<#e>*VTV&V>. fc5^EJ:ntf» GDI 4 (i, ffi#?fi©M&j£ 
fi§ttft*^tSi-5C-rS= fcKtt, LP SaLBPSftliCD 1 4frP>©&l 
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[0 14 2] 

jfth u T L R 2Kf*^r©U-tr7 = ^©L P Sfc&%mWZ?a<y ZtZCDKW 

o, N. Engl. J. Med. 328, 1471-1477 [199 3]), 
irihuTLR 2 StttttBMfcEttS' 3 y *©?&*fci»aEttfc:*rJBTftSo 

^f\ /J^«5H^) twurtaffl-rscfc^-esa. 

[0143] 

«> fliT?go»6a%=&'r5=&afiK^*ffi*(o^s.¥Bci f i : s$nss*x was 

■5 (Remington' s Pharmaceutical Science 
£ 1 6JK. Osol.A. m 1 9 8 0). HFSSnSfitk WBJWSfcttg 

fcU V Mttt. *x:/Bra£tm<0«W9MQaffaK ; rxwMvmo 

mum ; mi om*m ©tfU'WF itiwsx €7 

mnfikMtm ; E D T A^«*b- F&J ; ?yz F-/i^v/H£ r--;m©*i7 

;lo-/l/ ; ^ 1- U ^i^O&flMftM'^ ; feitf/SfcS Tween, P 1 u 
ton i c s SftttP E G5©#M'#VffifWi^J#^W'&ftS. 
[0 14 4] 



(65) 



iff m 2 0 0 2- 5 2 6 0 2 8 



7°-fe;k S/cttno^ KEMIIiiv'Xf-A (WAtf, U^V-A, 7/1/7"= y 5 

ttv-r7nxv;^>" 3 y^CSAJ6T&J;l\, *0±5&&ffi«±iEcDR em i 
ngtons' s Pharmaceutical Sciences CSB^S 

[0 14 5] 

r^w ens x h v / <-*sf * BMRrt »*> < ? * s ft a> w 7;i<e xti s . 

[0 14 6] 

ttv-f ^ n A 7-t7bcoff5fc bft^Mttwtf 'J v-v h- y -y wweti5, ft 
«vf'j7^Xtlttt, l'JxXr;K *'J5^F (*Hf#3f3, 7 73 
, 919, EP58, 481 ), L - ; /; W 5 V ^ t *" >7 L ^ 5 yflf 
^fcOlfeSfe'KO&Itftf* (U. Sidmanf., Biopolymers 2 2 
(1) : 5 4 7 - 5 5 6 [1 9 9 3] ),*'J + 
U U-h) (R. Langer, 5, J . Bimed. Mater. Res. 1 
5:167-277 [18 8 1] fecktl'R. Langer, Chem. Tech 
. 12:98-105 [ 1 9 8 2]). xfl/> tf -;V7^7- h- (R. L a n 
g e r Id.) £fc«#y-D- (-) -3-fc Fn+^ISI! (E P 1 3 3 

,9 8 8) wbtis. gtttttoiuriNiriii) #v-Afca*r*. *?§bj]o® 
h © autiv-iii^-ng is t*w«! ide 3 

, 218, 12i;Epstein6, Proc. Natl. Acad. Sci 
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. USA 82:3688- 3 692 (1985) ;Hwangb, Proc. 
Natl. Acad. Sci. USA 77:4030-4034 (1980) 
; EP 5 2 3 22 ; EP 3 6 6 7 6A ; EP 8 8 0 4 6 ;EP1 43949 ; E 
P 1 4 2 6 4 1 i B^mmmmmS 3-118008; *EMMM. 4 8 5. 0 
4 5*5 ±#4, 5 4 4, 5 4 5; feitfE P 1 0 2, 3 2 4] c WU, 'JsftV — 
§!S#»^3 Omo 1 %3UX7 L n-;l/£ffl*.;5/hS^ (SjStl 2 0 0-8 

[0 14 7] 

§U9 a Lfe*bt, M&%^££fflSftfe£^££ttS£t 
, ±E©77**-fc:tt#Latf&*5jl (ig/kg-1 OOmg/kgSfctt* 

[0148] 
[0 14 9] 

lajgii, T^i;*y^4'. , /j!);l/ft-3l/i'i'3X Rockville, Maryland"?* 
[0 1 5 0] 

immm 1 1 
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ki hPR0285?T3- Ft-5cDNA^n-y®« 

ftf3<Dmi&&127 (EST) DNA-r-^-^-X (LIFESEQ (BS) > Incyte Phar 
maceuticals , Palo Alto, CA) £#^tU ->3 ?S?3 -7^X h-;WcA,if<g£ 
ffl^ftfc^TEST 012243209) £|nJ/Eb/= 0 

ESTERS, rCR77-Tv-0-N7 (7*7- FfcitfU /S-7.) 
TAAAGACCCAGCTGTGACCG (E5d#^ 5 ) 
ATCCATGAGCCTCTGATGGG (FE^JS^ 6 ) 

ATTTATGTCTCGAGGAAAGGGACTGGTTACCAGGGCAGCCAGTTC (BB?IJ$*7 7 ) 
[0 15 1] 

cDNA7^7"^y-©#J3S©£&©mRM«, k FJMS^i t> ^Stb7=„ cDNA 7 
D-^^r^Ht-5fci6iCfflV^tl/ccDNAv^7'7U-tt, Invitrogeiu +r-VT r -f 
X=f, CA (Fast Track 2) A^CO|^%HOrPIg©iS^^ffl^f-(f?Ptt*73}*K 

z^mmnrz. c mm. HotMHit**tr*y=rdTKj:!JM«iu (prime) . 7 

7V hTJ-SalI'N5*^— tfffc (hemlkinased) 777/7-i-CjllSU Notl^Bf 

7 7 — pCR2 . 1 ( Invtr igen . Inc .) life Techno log ies ,Ga lthersburg ,MD (Supe 

r Script Plasm id System) frbCDtmt 7°P F n-Zt^ffl^T 70->ft Lfcc 
-fiilcDNAii, 1000b p^iS^S+MXl;: ^©cDNA^BamHI/NotllBSK 
77-t7n-7fbbf; D P CR2. Hi: rmS£tlTt,^7^X 5 KT'fcO, PCR7^ 
y 7 >' h tO 7 t'J ^ f I b r 1 f~ i — i »7 ^ T siCAi 

pR t KanRjIfc?, if SilfK® iDiCLacZ*# LT ^ 5 » 
[0 15 2] 

£g^n-y$ii: LTV 1 < -DfrtOJJ.?? U -£X7 y-=>^r«teJ6K, 
^7"v^y-fr&CDDNA£, ±taPCR7'^-l'V-^7?rfflV^T, PCRififlt it) 
X7 i ;--77"Lfc„ OVt ! iH^r-i'y i 7-1'7 r 7y-i&, 7n-/t')d7^I/ 
FtPCRT^-fv-fD— ^ffl^T, PR0285il<c^ 3 - Ff 5 7n-7© 
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[0 15 3] 

cDNA^n — y\t^O)j£TfeWMk%\sK-z DNA40021 (PR028o^3— F LT^S 

) v^tnsti-h'mi*, m2t3 mvmm) t^r. *n-yDNA4oo2i 

tt, 5t * HffiB6l^3KW&^ai^Mi6asffift#-J-*^V^;l'*'<n>' 

10497'5/»OftS-ea5t), ffi£->y^;^y^F«:75/^ffifil-29K, Jftj£ 
^IWFj«'CV*75/i6ffiiS837-860©SIK > feltfni'yy^/t-/^-^ 
*75/|gfuttl32-153t704-725t, fc^tr, &4b\ fSMWafefeif 

fcUl&lA, ^D->DNA40021(3:, ATCCCgFKSift (S^I)NA40021 -1 154) . ATC 
Cfff£##ATCC209389W-^^nTV>So 
[0 15 4] 

^ftBE?'J ©BUST* «fc tfFas tABE?>J7 =? 4 > * > h ftffi (ALIGN 3 y h° a - £ - 
7n^A£fl3VT) EAntf, ^tUiyg^vH^x F-/WcA,tf<K© 
th7tDm!3, WT©t b h-;V7 p nt-5r-tffllHtt*^LTl/>S : To 
111 (DNAX# HSU88540-K Cfta^y^'-kBE^Jft^llcDNA #HUMRSC786-1 fcH— ) ; 
Toli2(DNAX# KSU88878-1) ;Tol 13 (DNAX# HSU88879-1) ;*5 itfTol 14 (DNAX# HSU888 
80-l)„ 

[0 15 5] 

t hPR0286?rn- FTScDNA^ p-y©^.g| 

HT#?tlT^*«SiE?IJ*y (EST) DNA-r-^-X (LIFESEQ OffflO - Inc 
yte Pharmaceutical, Palo Alto. CA) %tl^L, ->3^->"3^tt h-Zl/fc/Uf 
< gfCfflHttfcjptEST (#694401) S^Ufc, 

ESTtcS-^tv PCR7'71'V-C9^;7 (7 * 7- F&^tf U /V-X) 
GCCGAGACAAAAACGTTCTCC (IE?*J#^ 8 ) 
CATCCATGTTCTCATCCATTACCC (IE?lJ#^r 9 ) 
fc, 7n-7 

III i rAAAGfAAGAAAACAGTATT (BB#j#^ 1 0 ) 



C (DMM&s Life Techno log ies .Gaithersburg ,MD (Super Script Plasmid System 
)ts^mmt7°U ^^^-pRK5D*K^y rfdTT'^-l'AftcD 

NA^J^S-^Sfcfetffl^fc [ I I If -rtU-fiKSnTH 

s insert <xhoi/Noti cdma* v-=.y>f®mte*z t o- 

.-> 'y-T^,^., cDNAtt, NotlgPfiE^rS-tf* 1 ; JdTfiliDSfl^U (prime 

) , 7"^>fTSaH^5*-f-^'ft (hemikinased) T^^-K«»U Hot I 

fcSfa^HioI/NotlBflgfpRXSDJi: £ P- VftL/i„ 
[ 0 1 5 7 ] 

7^7"^U-fr£>©DNA^ ±fBPCR7°^V-^7£ffl^T, PCRtfififc: J: 9 
Xi"J-^^"Lf;„ Ol^yf-f^^^'j-^ 7°p-7**U a7 7t^ 
F tPCRy^-Yv-O-^ffl^T^ PR0286«tErP£:3- Ff 3 ^ o-y© 

[0 15 8] 

cDNA^a-yti^W^T^SB^Sbfco DNA42663 (PR0286&=i- KLTl^S 
) <D£? >7\s-*=9- FSa^d^v lK!5fr?>7 (fii'^lj.f- 1 '/! ' K^-fo J'P — >"DNA4266 
3(4, ? V i- ; ; F'-(:iH57 39', m ' t feKf MUsS \ 4 U t§y y'/^X^u v 

v-T^y^yu-L^isti (@5^b7) „ ^M$nz#v mmmt 

, 10417 5 "c"£D, $£^^^7^F*7 5/l!ftitl-26t, jf 
SWIS F.^^7 = /ljteB826-848fC, feAtfn^S/V^y/W^^-y* 
7 5/g£fiUll30~15h 206-227. 662-684, 669-690, 33£ r Jm3-SUlC s 

^n-yDM42663tt, ATCCfc^K£ft (3^DNA42663-1154) , ATCC^fES^A 
TCC209386ftMt^-StlTl^„ 
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[0 15 9] 

PR0286O^aE?lj£DBLAST4o j:t>*FastAE?lJ7 V-l' V Ffrtfr (ALIGN 3 > tf 

1^5 : To 1 11 (DNAX# HSU88540-K £tUi ^^.LJBMt^ScDNA #HUMRSC786-1 
tlH -) ; Toll2(DNAX# HSU88878-1) ;Toll3(DNAX# HSU88879-1) ;tS£ tfTol 14 (DNA 
X# HSU88880-l)o 

[0160] 

mnm 3i 

k F 1- -;P§g#:7 7 5 U -cffiao) ?< >v <— *> t> coffins F ^ v (ecd) 
iEfll 0Hfl£r««£, SHfcf^MEtflfcat?) £ESTx-X^-X©^fi?Scffl 
V>fe 0 ESTr-?^-X»^7U -y^r-^-X GenBank) , *5<tt>' 

FjTWSnTt^-f -^-N-X ($RtfLIFESEQ ( fffll) , Incyte Pharmaceutical 
s, Palo Alto, CA) *1^A,TVfc„ 3 > Ifi-^-^n^ ABLASTS 

fc &HLAST2 (Altschuk *5J;tfGish> Methods in Enzyrao logy 266 :460-80 (1996) 
) fcffll^T, ESTlB?iJO 6 7 l/-A«K£^*ECDfc^tf < REMOjtfS t LT 

T'!i9 0) ^cOBlastXnTtO^nP.tOitfK*. fufvLT pharap" £r#j 
l^T, ny-b^+hXDNAffi^JE^^Tffi^i/lT/Cc. (Phil Green, 

¥\ ->7 F;k 7-»hy) , 

[0161] 

ESTti, Incyte-r-^^-X-plnlSLfc (INC3115949) „ 

, PR0358©:^gn~ F^J©*n-V*¥Ji-rsfcl&©7'n-7i: LTfJStS 
[0 16 2] 

PCR7°7-YV-©^7 (7*7-F43 < fctf ; U^-X) ^sScLfc : 
TCCCACCAGGTATC J , CTGA SE^j#^7 1 5 ) 
TTATAGACAATCTGTTCTCATCAGAGA (KMJS^ 1 6) 
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AAAAAGCATACTTGGAATGGCCCAAGGATAGGTGTAAATG (E^JS^t 1 7 ) 
[0 16 3] 

[0 16 4] 

clMtt5-f^U-0«Bfi©ft»OWIAtt. t h#SgffigS«fcOWL/i (LIB256 
) , cDM^n-^^^S-r-S/c^Cffl^efl'/ccMA^-Y^^U-tt. Invitrogen 

Wil£ftrc 0 cDNAtt, MotI»ft*^tT*UddTK:J:5HS&L (prime) . 
■PSail'NS*^— tfffc Chemikinased) Tif?*-t£m&U lotrctttfU V 

/ 7 ^_ (^jx.a"pRKBS/=«pRKD ; pRK5B&, SiIgMi££^£&1^5D©Mfgf#-Z? 
; Holmes?), Science ,253 :1278-1280(1991)) P^to.r.-i'^XhoIfcNQtlgp 

[0 16 5] 

±y?©iW8£ftfc*n-V©DKASB?IJ8t^ PR0358©£gDNAK?U (0 2 1*5 
<ktf2 2, IS?iJ#^l 4) iiPR0358£DSI*fcA,}f<R^IJ (01 8*itfl 9, 
ffi?lj#^l 3) fc^fc, 

|B]^$tLfc^P-> (DNA47361) ©£3* * l^f- FB3?U^ 0 2 1-22 (62 
^JS^-14) K^-To ^P->DNA47361tt, 0 2 1 t 2 2 ©TfS©/ 7 Fte 
itfc^fr^fSlRS^SBft (ATGBfiin f~f)\i) ^t^yy^'il^uyj - 
tV U-A*£€J (0 2 t 3) o ^«S*V5#'J' , WFM»ttW:» 811 

r 5 /k©m$ s^^^^7°^f (75/»i-i9) , mmnv*4 

y (75/I?20-575, ffifS:55A^f5ia575STOM«C>P^yy l J-yf-Slg*^ 

ts) . mfemmvt-fy (75/11576-595) ^a->DNA4736ia, atc 
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Cl--^-3i*n (g^DNA47361-1249) . ATCClSR S^fATCT 2094 3 1 A' '?^=- c? I'l ~CV'% 
[0 16 6] 

PE0286«^:SE?iJ©BLASTfc j;rjFaslAlB?iJ77-l' ^ > F#«T (ALIGNn y tf 

0^3 :Tolll(DNAX# HSU88540-K Ctltt^ V ^APiB^Jft^gcDKA #IIUMRSC786-1 
tH-) ; Toll2(DNAX# HSU88878-1) ;ToI13(DNAX# HSU88879-1) ; 35 X rj'To 1 H (DNA 
X* HSU88880-l) o 

[0 1 6 7] 

mrnmA] 

PR0285, PR028633 £ t/PR0358DNA© , > W 7" V £V Hf- is a > 7p - 7* t L T 

ttT©*jSa, PR0285, PR028eSfc«PR0358#';-<7 o g L F*3-F1-i.?^U 
^ FIB^IO, /vY7'D ^-Y-tf-v 3 y7°n-7"i: LTO^ffl*SB«bTV>S 0 

h-/MS[HH*©n- KiayiJ^&DNAtts t hSttcDNAv-YT^ U -XSk h 
iiy/A7^77 U -C3stf Sffl^ttDNA (fiSJ^^cn^O^g© F-;W^ 
ttXKcO^S*©^**^- FT £X?l> --/7"tSr;i^.)yu 

[0 16 8] 

f^f*EfeJ*7 = n-7"£?X 7Y^^-'NCD/W7"U^-tf->'H>'{i, 50%*/W»7 
5H, SxSSC, 0. 196SDS, 0. 1 % tf n 'J >ft± f 'J 7 A, 50mM'J >ft7- h U 7 A 
, pH 6. 8, ExDenhardtiSJBt. Rtf 10%)S(t7 f +X h v >'C>i^rRP\lT\ 42° C, 2 
OBJ VI - 1 4" m'j- 0. lxSSCfctfO. l%SDS©7j<?t,Wr'42 < ' 

CTlT7o 

[0 16 9] 
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[0 17 0] 

[*»J5] 

^HlMi (E.coli) F*?t?(DPR0285, PR0286&£lf'PR0358©5£SJ 

<1©*!I088, *MM\HVCOmi&milc£^ PR0285, PR0286f:fc&PR0358 ( 

o jg^JS^^^-OffilfcLTtt, pBR3Z2 (MiW * * ! Bolivar^, Gene, 2:95( 

, trp!/Pt-*-, ^UhisV-^"- Gl*7]©60©STIin FX tfUhisl'S?lk 
atfxyfn*t-««S»fi**tt) - PR02853-F1W*, 5Ai<lE?»7«F 

[0 17 1] 

SaibrookS (±,12) {cSKO^^fiSfflfS. ffJftfeMMi, LB7 c l—h±-eC0 
ii^TJfc J: D IrJSL, K^SBtt© 3 n - 5„ ^ X 5 KDNAii 

[0 17 2] 

tSCtfeftS. £©-l$ig*Lfct>cQ£^T\ «fc D*X^-/l/€>ig#ffl© 
[0 17 3] 
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[0174] 

[*Sf6«l6] 

S?LMBfrat*5it^PR0285, FR028633<fctfPR0358©58gi ' 
*^»Jtt, H?LiaiartT'0^iiMia5, PR0285. PR0286:}3<fctfPR03 

So 

[0 17 5] 

pRK5^s -5? ^ — (1989^3/3 15Bi^fl©EP 307 .247£#JR9 ? £ - 1 L 

•twrs. as, smbraAB c±8H) Kg*? *« to* 2©jis5&*fiim u 

T, a»?Lft»JIS»JR*ffifflLTh-;V*BRIf*^3-H-rSDHA*WiXbT, h 

Dv pRK5-PR0285, PR02S6, i:fc(iPR0358fct¥ 
[0 17 6] 

l^OlWEfe^TH;, 293Wa!*rl?i:Ma!.i:brJitR1--SCi^T't5 c t 
h©293« (ATCC CCL1573) tt, ^ S/»JSll^Rtfiftiai*lS»Rtf /XtiSt 

S-^fCo l$10/lg©pRK5-PR0285, PR0286, £ fc{iPR0358DNA*, VA RMitfer 
(Thimmappaya?. , Cell, 31:543 (1982)) Ff S*>J1 figCDDNAhjg^U 5 

00^ l©lmMh UX-HCL 0. lmM EDTA, 0. 227M CaC h E?§M Ofc, C©?Mnfi3 
(CftLT, 500 ^ l©50mM HEPES (pH7. 35) , 280aM KaCU 1. 5mM NaPO-u £ 
StttlU 25° tt«*B5JSS-&So COtfcRttfclWBWU 293«^ 

SftDU ^4BtF B l 37° CTfitS. «#««T?R§I^L, 2ml0PBStfJ2O%^U 

•bD-;I/%30#M®!wrSo ^ ©293«%^^T»ifa!f«±ti3mif U 
[0 17 7] 
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x«2oo /* c i/m jo 35 s- v-xtM yjkmoo n c i/mi© 35 i/Zi^-tz 
_ • : - y'ik. BWt#fifc*iiiKU xt' 

£ LfcB#fS, 7 -i fremiti LTPR0285* V ^7^ F©#& &fi£*->fc:fS £ t 
[0 1 7 8] 

{-tUSWiilfc^T, h-;bffl^DNAi^ Samparyract, (Proc . Natl. Acad. S 
ci., 12:7575 (1981)) ©fHScT SBSUr** h 7 LT\ 293|H^rt(C 

700^g©pRK5-PR0(285)/(286)/(358)DNA£®JD't3= «M:i:f\ 
77X3*»5j8^KJ:0«Bbr, PBST?»c» , r«. DNA— f«F7y 

•/j'JX RtfO. 1 /ig/ml©7v F7>X7i U y£rft^?-f 37t?-f — 77X 
[0 17 9] 

5""<7£-£, F^tfCaPO^fcfiDEAE-r+X h 5 y^OffiPOtill^ffl LT CH 

->3>Lt, (©30 , xtt^s-^ft-yfoMltgi 

*r#t?tg±tiiTffi*1-«.o PR0285, PR0286, StcliPKOmttV^??- F©7?£SrBgc 
[0180] 
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f§5 a zcD4?f?n-yjyy--hte, PCRK:* DSftLfcxt: MA 
^-e-SCkfttT'tSo £©#y-his*y{fc3Aft&^T\ DHFR^©, 

o ~y®wRM®mmm&$ts. sv4oa»tt^ * — -v??* ? n - - > ft % 

CttfTZZo S^tC £©CHO«£SV40fgIM4©<^£-7 (±ELfcJ:-5 
[0 18 1] 

£{&cf t?©PR0285, PR028643J;W ; PR0358£7)^||1 
J-XTO*aa, I#SrtT'C0, PE0285, PR0286tfc»PR0358 (" h-MHftOft" 

SI*, SS^I-^^-^ ADH2/GAPDH7*P h— yl/fSPft* 

' III 'I " i-1 -1 m " istKL^y^X- K'V ADIJ2/GAPDH7n ; E-^-, 

mm7iiyrmj-w^yifi-)v/v~f-mm, r& (6K»&cf) %?gffi©>j 

[0 18 2] 

10% ]- U ^anffKTitSLTSDS-PAGEC J;5^H, *ft£3lti§K 
[0 I 8 3] 
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[0 18 4] 

i 1 1 „ L , !ihiii l !Ji i ' ii i i 1 1 j si ir ! s t j 

fcCF©*^*, /S*aP7^;l/X^Mi!M?©PR0285, PR0286£;fc&PR03 
58 (" b~Mm#." ) ©ffl*581*1B«LT^*. 

^ (i g G©FcSW<DJ:5&) teayp7'Jy?M*5o i^o^xsh^f 

3 (Novagen) a «t^5t, f--MSlsj*n- FIT! 

5»JSfttt3- FEWOBfaoSB^ (fi]x.;iM^n F*l'>*=i- Ft" SEW*) 
*5* Rri3' ««Kffl«W4^-l"v-i»PCRK:J:0i|»Wa-&a. 5' 7°9-fv- 

-r§„ 

[0 18 5] 

1B&'Wr iLViy J )l>Xit, _kfBCQ7°9X5 FfcBaculoGold (ffitS) ^-rVUXDN 
A (Pharmingen) t^rSpodoptera frugipedra( "Sf9" )« (ATCC CRL1711) 'N 
, 'J*7x7fy (GIBCO-BRL±?)ie*WKX^fl© *ffiJHLT##SMESiL 
Tft^ttiSttS. 28° CWiSSH^y+^-v-ayLfef^ fiStiiSSnri? 
>T;l/X«@iRLTM«:5«Bteffiffl-r*. 7-f /l/X*SfeRtf«eil5ffiBtt, 0 Re 

illey'o (Baculovirus expression vectors: A laboratory Manual, Oxford: Ox 
ford University Press (1994)) ElBiE^ftS £ 7 K LTfj 9 „ 
[0 18 6] 
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\' <-< r ' t" 7 -'-.iflillCl Rupertb. Nature, 362:175-179 (19 

93)tc«j; t> mmztirc*. o ic LzmmtZo mmi^5t, smmmu m 

, )' H • " ll h[ H 'I B (1 I , '< till, 1 1% 

^y-tn-;k 0. 1%NP— 40, 0. 4M KC1) ffifc»ffi?fU 7R±T20#Pi, 213 

, iffi#«t*W;f3. ««««ia«rii^LT, ^ ©±?*«r?E^ffll*^ (50mM'J 

300mM NaCl, 10%^'J -feP-;k pH7. 8) T50f§!C#IR 0. 45 urn 
©7^/l^-tCirf 0 Ni 2+ -NTA7#P-X#^A (QiagenJ: t> SSittftt A^I 
fig) SrSml n < | /3 r#4j 5ml.v.-c ,L -t ^ -$n T 

wt;-r«.o ?fijii^cr),waai*fti*»»o. smLT^Ato^So *7Ah, a? s 

Sft-TSo *5A*=^#l»«fK (SOmMUyBtfL 300nM HaCK 10%^ 

U-feD-zk pH6. 0) l?«5^-r*a«, CtiKJ:t)#«rB»KiK^l,feSaK*% 

SSOOmMO-f 5 ^V-;b4jSETSIS-r 5<, lmLOli^lnllR LTSDS-PAGE&tfffi 
5fiffiX«7/l'*'; *X7r^- tfE3 V^y- h L/cNi 2 ' — NTA (Qiagen) * 
fUffl Lf:>)iX^y/n 7f-f yfZ'rM-t^o BSffi LfcHis.o ®* ?'ftPR0285 
* 7°- ;l/ 1 , JDSKHJ mic K: if L Tigflft 3 . 

[0 18 7] 

yA^TQ r Y >G*7A7D?h ^"5 7 f gfta© * o v h >?=, 7 ^ - 

[0 18 8] 

1*860119] 
NF- k B7 'y "b -Y 

Mil i,_ [ 1-1 1 f+}\ L L ~ - 4 tHif-H 3: 

IF-fB77-bYT:TXht3cktfTt5„ o©7^Hr-fK*5^T, JurkatlfflflS 
Its MM'Of^CtfoT, LipofectamineMIK (Gibco BEL) *WV>TH«tt» 
1 ' NF-KR|gfj/Py7x5— tf'MfE^^a-^ 1 /t g ©pB2XLuc7°5 
75 K£\ PROZBSf/iBPROZSe^n-FI-Sm^-rSfeSV^i^LTl^^ 
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m it 7 *)l>$.—)l 5 U X ; 2 Ong/ml) fcPHA (7-f hAY^l/f-V (ph 
ytohaemaglutinin) ) *ffl^T, 3 & 4 fSfFaTOI^nSo fflOtt, Promegafr 

[0 18 9] 

mm* oi 

PR0285, PR0286Sf;:aPR0358t^-g-rSK*Oli« 

COHWJtt, PR0285, PR0286*fctiPR0358 (" h-/H : 0|H]tt" ) (clfS^C 
IS^T * C fc T?S « * / * a -fvl^ft©IH«£0JIEir&o 

*ur, coding (±.fi) Kffi«snT^«. ffl^tas&jSEM^ mmtnrzh- 

[0 1 9 0] 

« 0 fcSWi, C©»«EISt«MPL-TDM7^3.Myh (Ribi Immunochemical 
Research, Hamilton, MT) ^KfUtStU f*©f£3E£$1I-f 5o &g*ft 

ft^bl 2B^7"-Xb (boost) SWo IKBUHU V7Xli, 

7-X h^nttAK jfoJSJ-y-yy/Wi, P R 0285Kf**^S 
■TSfefefCE L I S A7>yfe-l"^t$*rr5fc»6©««ie^ifil(retro-orbltal ble 
eding)tC,tD^7XfrS^WCf#&C£tfT*t3o 
[0191] 

tt&HHt&Wfck mMsixrtx^o 3-4 aa, iiov^x^ts^n, b 

- I 1 llRSnS. PKlHfjsia, ATCC, No.CRL1597^e»A*Tt§P3X63AgU.l 
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= id-?/W^J -y K, feiWIIlS/^^'J -y FcomffiWrnTZrctblz. 
HAT (k^^^y, 7;//f'JX tJ.k^S^y) igifr£-&tf 9 6 ? 

[0 19 2] 

.iii-rsfci6ic^©Baib/cv^x!.ciMfifrtSfi$nTfe<ti^ g5^tt< 

i; tea 7 d r f V G K #T « ftttOJg^ So* <77-f-f-f-7a7h7*77 
[0 1 9 3] 

mm 1 1 ] 

HuTLimi, Vim® (LPS) ^»ttlJfii'^;VW«Ett:i:SS„ 

urn 

Pll I ,\4f" , 41 l?«*ft> L CD i 5 45 & V-S .in innssouR595LPS:*, L ist B inc. 
hemicals(*+y^;l/, CA)^6, &£tH&©1~^T©LPS«Sigma Chemical Co . ( 
•fe>WWX s M0)fr£>f#f: o LPS, t MBP5§JEg-^^^-T'h7>'X7x^ r-S 
nfe 293fflfl&*n 5) £0^fF#ig±li! t LTflSf&S TLR2 -F c A,fcT < Hfi, 

^*an'?^^ST'fm ±MLfeJ;9f-:S-SL/?: 0 Mark?. ,J .Biol .Chem 2 
69, 10720-10728 (1994) 0 
[0 19 4] 
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t MLR2£3~Ff 5cDNA&, t FJKfSSHi^7'5' D -± 0 ^D — yftLft 0 
n }i 7 >mH % ' -1 J r aspicSB^flT^SOfcRfc 

' ' -_fl J - f '.i ' t L r 7 TLP dG.TLE 

a-"" - L.-'j^T = /fg) o-r<-±gtKXhoiiJsa5ffi^ip^, cn^±)zR 

Lfc i 5 K Jg&E'Vl/^X? -i -Y 7° 1 08SfcA,S£ < gl)©7 = /^l-53}Clig 

^T«Ci:EJ:t»flBI(Uft. Mark?,, ±M„ PCRg»i£EW«SU 7°nv^> 
yBffil£?^#fcnf ?LSI©?S1^ * * - D- >ft L fe 0 gD ,TLR2©C* 

iffih^y^— >a> (truncation) ^Mftti. «F*3 FV-Y >©n- FFEWiCi? 

ftt-SBipi wad SftttHsii (^iftA2) (were©, feitfas^ 

£-© 3 ' # U 'J yft-lcft&? £NotIg|HiLT*©cDNA©$tft t > ^O^O* U a 
7 * f - F U V ^3 -©IS S -3 E <fc *) mm L Tie 
[0195] 

A 1 ;5 -TCA GCC GTA AGC-3 (6E#IS^ 1 8) feJctf 

5 -GGC CGC TTA CCG C-3 (fi^J#^ 1 9) 
A 2 :5 -TAA GCT TAA CG-3 (EflJS^ 2 0) 

5 -GCC CGC TTA ACC TTA TGC A-3 (E?lJS^- 2 1) 
[0196] 

CD4/TLR2* * ? fiPCRfC <fc 0 L , CD4 1 TLR2E5IJ ©jSiSSPE >J y*)-?a- 
Ptthfc/W >*SLT, t FTLR2©7 5/ $588-784 (8^fcJ;tffflJfc!fl 
-Y>0 EU-g-bf:, t r-CD4©7^/$l-205 (->^f;l.^7f Ft 2dOM^ 
B7yy«h7^y) £^A/C*^fc 0 pGL3.ELAM.tkb#-£-77X5 Ft*, /I/ 
■>7i7-tfl/#-^-77X5 FpGL3 (Promega) ©SacIfcH indll Ig[5{S©P^E 
JfASftfc, «T©IH?'J 

5 -GGT ACC TCC TGA CAT CAT TGT AA'T TTT AAG CAT CGT GGA TAT TCC CGG GAA A 
GT TTT TGG ATG CCA TTG GGG ATT TCC TCT TTA GAT CTG GCG CGG TCC CAG GTCCA 
C TTC GCA TAT TAA GGT GAG GCG TCT GGC CTC CM CAC CGA GCG ACC CTG CAGCGA 
CCC GCA AGC TT-3 (ISWS^ 2 2 ) 
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[0 1 9 7] 

LBP©C*Sxk° h ^ 3 > (LBP-FLAG) £PCR£ «};!?, ^-Y-r-f 7** 

x F 7°n f yic^rhscmitLcomut z ©7^?;< y F ©pRKS-flag-n©^ 

7^n--y^a^tfSU 7 5/KGRADYKDDDDK 0EWfH§2 3) ©DM 
[0 1 9 8] 

2 9 3 © t hE^^aBBS*, 1 0 %FBS, 2mU?Jl>$ 5 yfeitf^-v"; >/X 
Fb7>VYv>^?jn£ft/iLGDMEM/HEM s F12 (50 : 50) ^Wt^iS^ 

a»»ffil m g/m 1 0^o^«»Htt1f«RUft. «©££&7°-/V (29 
3-TLR2 7P-yi) tt, ±^©Mark&C|BI£SnfeJ;-5K, FACSt7xX£> 

7'0'v f t i a imm 5>titt a 

[0 19 9] 

;b^7xv--li , b^-5-7'y^^feitj : 'mm«i)]»K->7 h7^W (EM 
SA) 

29332®ffi£fett&£&illUB (^x;l/^ft0 2 x 1 0 5» *6 7x^7U 
-btfifc->-FU ttB, 0. 5 /i gO*->7i5- l!U*-?-/5X3 F P G 
L3-ELAM.tki:rta5ay ho— LTO. 0 5 ft g ©Ren i 1 laJl v 7 x 7 — ifp 

$, lbi\ sfcttLPstLBP©^t?teau ^-^-ae^jgttsasLfe. r 

S)K/V->7l7- t?fitt*IteiilllB LuciferaaeOJetlT?l»Lftfi*f;I/^ 
7x9— eStttl/Cwf. FMSAtLTtt, ttffltttt&MSU ny-fey^XNF 
- k Btt&*tt*#& 5 ' - [32P] -ffiWH 'J 37 7Wf Fi ©DNA-g&S 
fSfcffl^f: (Santa Cruz Biotechnology .sc-2511) „ WLat&tpOW- k B©|W|5ljJ 

[0 2 0 0] 

R N A$£M 
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m/*fy?Vyhlt, Clontech^OSfAU Hit2©»BBfl 4 >%HCf/ 

3-PKJ m4 / I '■»-;. "JG - t'U h IL-S cF«77i'7VhT?7D 
-7J*fe= TI,R2fgfI^ gftlftPCRT?, *SWK KlBgc£tlT^5l>7;V 
^r-YA" taqman(iffll)" jiffifcffi^TSJjtU *-r;t/770S^»fH2§ (Applied E 
iosys terns, Foster City, CA , USA) T\ HftWtC (Luoh6* J .Mo 1 .Endocrinol . 
18,77—S5[1997]) K3BiR£ftTV3 <fc 3 C##f Lfco 
[0 2 0 1] 
7 * -7- F fc U ^-X 7°7 -T V- 
5 -GCG GGA AGG ATT TTG GGT AA-3 (RfWS^2 4) 
5 -GAT CCC AAC TAG ACA AAG ACT GGT C-3 (ffi?0#^2 5) 

U#-£H£feFAMT'5' JHft (quenching) M^feTAMRA"? 3 ' 

* * b:*^ FSSllf;'\^ l 'J ^-f-tf-v'a >7n-7 

5 -TGA GAG CTG CGA TAA AGT CCT AGG TTC CCA TAT -3 (SE^JS^ 2 6 ) 

?^n77-y/PK 1 ji g/'m 1 ©LPS"? 1 6ffllllfc. 
[0 2 0 2] 

flgcO^^SiJSt-Sfcfet-, 2 0ng«[ 3 H]-LP S$\ 15^1 ©7nr-Y 
>A-b770— XfclStr 1 0 0 fx 1 ©^^'7 7 7- (lSOmM NaCl,20mM Hopes .0 
.03% BSA) cf©6 0 OngOTLRZ— Fctii-a-bfc,, IfiTO 3 H$S8<7M y^-<- 
->3>©ft, 7"Pf-^>'A-tr7 7n-x^>7;U», ?UPfiS/0. 1% NP-4072 
HftftU I %SDSit2 5mM lMAfc#*JiSg£/^7 7-^KSfiiHU 

[0 2 0 3] 

*£* 

->a7-7'a7/ttT\ F-;I/§§f*«, E#©Wftfrfa© (dorso-vental) /< 
^-^eScC^g-ErSO, gSc^x (adult fly) T-©KJ(B&gKJSKfcP4#7 
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5 o Be lv in*3 J; t?Anderson ,Ann .Rev .Ce 1 1 .B io 1 . 12 ,393-416 (1996) ;Lemaitre h , 
Cell 86,973-983(1996),, h~Mt, ^Sa^ <J >y ^Kfg (LURs) 
ffiflS^F^yfc, -fy^-Pl' + yigm CIL-1R) tcE^Jffl|H|tt^*1-S 

V -f 1- 77XV H ^ -T y**tr* -Y y lOKBfe/utf < MVSb K> . ^ < ofr©* 
^Iflifc/Uf <f€ffe5o h-Jl/Ofgttfttt. NF- K BigSg©^tt{fc£iILT« 

o tn<b<Dt h?tA,t^ <Wi, *ft6©->3*5?a?/<i«S (counterpart) 
OSmW«US*jElfebTV^„ lOOtl-TLR (TLR4) ©»*ttffi£S£Sft;©jl 

const imulatory) #*©!&*;£ tf: £ fctfv^ftTI/^ (Medzh itov?> v 
JctfRock?., ±Jfi) c 
[0 2 0 4] 

fc, TLRs^g^a^O^JafflJlr-iJ^fCo TLRsO 1 OT&^TL 

^©MSfiMTCfe^/c (18 a) o TI,F20JS«tt, »»A>P7r- 

K, tLR2tt, LPS (08b) T*©»gl£ftfc«/V?P7r-; S?©iW» 
UXILT, CD 1 4TfHI ! ;in/-:i 0 iC O.latsuurab, bur J .Immunol .22 ,1663- 
1665 [1992] iCrostonJ. Biol. Chem. 270, 16514-16517 [1995]) , ±75"fJfflI (up-regu 
lated) £tl§ D 

[0 2 0 5] 

C ©*g*«, TLR2tfLPS -WMfflJBS'^l/fcH^ L-TV^fr H 5 fr* 
2 (g D-T L R 2) (OA-J/'gyS^ltSt HBfe»S?2 9 3«^rft»bfc 

o WcJ-n-ytPWic, ^D-y«o^Ah'bfc^-;l/%#iiL, Hi()5kD 

a©frMfc<Uf <Rtff§31-f£<: (BIO) * TLR2 (~ 8 9 k D a 
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Lft 0 #5<<r«> E -tl/^f ON F - k BEMi>'Ayf 51 

SlSnsS{ s ;-iSnfeae?05SH*ai£T«=i:KJ:t), 2 9 3gfcS±2 9 3- 
T L R 2 IfflBSt L B P IKfe (ClostonP., ±M) . LPSftLB 

P T* t^MHT'ti. *£ftS£??r7M:*M3E: L P S t L B P <Dm 

isomat. tlr2 *^Bf*»iiSrt , pU'*-*-ae??Stto*iitta:iii* 
«jgc-r*^ »bs©2 9 3«aT-ttEce%v> crag) . set, wmm&m 

Ui/yVTv^ (EMSA) £$^T, S^iilPS^', LBP£ffi&-&t>£-3T, TLR2 
T HI I'i ) 1 i, ' r 1 - ^1+ Mill - Hit . • 1 

S-iiaMF-KBgtteo^r'V-f ^xa, 5xd^ Ft#5xn^ KlfflflSO^fti: 
ift'ftlLT&O (Delude?), J .Biol .Chem .269 ,22253-22260 [1994] ;Lee?> .Proc.Nat 
l.Acad.Sci.DSA.90.9930-9934[1993]) , NF- k B©$©fiHBt;S\ LPSKlSLfc^ 
3 O^IWJUlrtTg^Ua&So yi'o^viF (81 1) tZfcltTir?/ vYv- 
yD (^£f°) fc±*«MGHttHF-KB^fl:#IS*La^fcaK, 2 9 3TLR2*ffl 
BSitiCDLPS/LBPKiftllF-itBOSItfttt, de novofc/utf < R^figfc&gfc Lfc^ 

[0 2 0 6 ] 

5xn-Y Kfflfie#&r*CD140«MS*S! (mCD14) t. y-rXVtcU&tZ 
nf^ttCD14 (sCM4) (BazilS, Eur J . Immunol .16 ,1583-1589 [1986] ) te\ LPS 

) 0 LfrLtetfb, 2 9 3$fflfl§© -iiffitOtf5g»Aa, mCD14A^TLR2-'«/>LPSfS 

SttojflStefc&tiSfciftinjLfc (Hi 2) c 

[0 2 0 7 ] 

±{C7r;$nfcf ; -^tt, TLR2»\ LPS©f;i60->y^;l'h'7>Xxa.— 9"-fc 
LT^f L-tl&^e: t^tLfto LPSSfScD^tfe^5TLE2<DMS 

rtK^ycfSSJ&li^sfr&tc, §e^&, 1 3 (tlr-ad Sf : a 1 4 17 = 

/§£ (TLR2-A2) ©C-*SF7^->3y (truncation) %Wf3TLR2SII 
{W\ -35ttO»R*A 2 9 3«T'EUMb^-^-^»TtS^H9^iSiJS 
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i3c) , mmmr- c n & © ux-z-cmm*iWT*fi&, wsocmun 

Lft a TLR2 - A 1 T^LfciMart F^>©fM«. IL-lR-igl^-?— -trlRAK 
(CrostonS, ±M) ©££fcB!*Sft5 IL-lRffllSPl ^ V©ffi« fc W 
1.'. I'ltfiLTl/^ (01 3 b) „ a^rttSfc, TU2 0»»«.KXl'y (BCD) 
t>\ TLR2©ECD^CD4®ECD©--gfi CgglS ftfeHR2^S#fc$ fcfE^T't &V>LPS 
-*S»ttKE*Stl*Ct*jSLft (B 1 3a38itf 1 3 h) „ 
[0 2 0 8] 

a 1 0Kis*jE*ffiiie-r*=i7*y :^&*s«ft&«Mg@-e&3. u tr fa 
o y e h a a l p s jswc&E?* , u t? f a 0mM&Mg£i» < fflia l p 
ra*fc, «*©^Ai8H^«*&&ra!!sfts lps 

, Escherichia coli-te P ^-Y :/LCD25fr>5> .^ffiSnft; L P S TLR2%?Stt{t1 _ 
Ste&fcjfo^ftKg&SEscherichia coli 055 :B5 LPS£ <0 15 fc A, if 2 OiO*- 
fcfcliifcUfc (Hi 4 a) c S.Blnnesota R595 LPSfr 
5>f«2 tlfcLPStt, TLR2?gttO nJ^ttCDW S 1* yfa — 9--T?afea ib\ TLR 2 tt 

[0 2 0 9] 

BfiSSOTLRZfflB&ftK^'fV (TLR2 - Fc) A" H1S Hit L P S in vi 
tro7 -y ^X^t E -3 frftflUef % c fc fc: J: D , TLR 2 WLPSKIS^-*- 5 
frZ V t^m^tco S^rtt, 3 H- L C D 2 5 LPSA'TLR2-Fc Bteft 

D^&ja^feA.tf <Stttf-S#L4^C fcfctiigLfc (014 b) „ CO^ 
ttWMttlC* SLCD25LP Sfcnye-hStlfctf, *S#{tL P ST'«Stl 
ftft^ftc L P SOT L R 2- F c^Cie^O^WiWTSi, K d tfJtttfiffi^ 
(500-700nM) c i: fcl££r©**r -f y *xa<£#*ffc:®^C t (r- ZkS? 
) *>I^g1-§ c , fj^ii, mofzM£<W. m^'dimi, LBPrfflLPSfc^U-, CD1 
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in vivo^OitittCftffl-rS^tbn^^tffillJ'tSc lOCtl^ LBP^LPS 

\zmmuwM^&^m%%tM^&mT*&z>z. t^t- s^om vivo© 

ISHt-SfeTS (0 9) 0 
[0210] 

v^o7T-i>oii.ssaaa, ^-<©&*£14*m h^yofgg^&ftSTo 

|Hj^KTLR2©2 9 3fflE"PO^a, I.PS/LBPfcJtS^LTIL-8 mRNA£» 1 0 0 
f&©»§»£fcft51-*V *SSftLPStirc07-y-b-YT^gttT'$»i) (1 1 5) D 
[0 2 1 1] 

cn607=-^aTLK2A\ ^1*^32)i;Sfc*5l,^r-tr>^^;l' (sent ine l) fS 

CDl 4tt«fc^O^KfflBaTSS^?*l, 'ilM^;:. I»LTLPSMST!S 
*2tt*c #5xp-fKWJBcf»OTIJt2«)5EHtt, LBPfcttSU mCDlWfgHS;: 
±D«jtStl*y*r:XAej:t), ffl#0#eWttfflB!K:LPS)SWtt*^A*. T 
LR252^fflflaOLPSja3.t±, NF- fcBOgtt^t^niCO-iX IL-8&££D3lJEjg{5£ 

w*fi-raae : ?©R** , E.fcs-r (hi 5) . g^of-^n 

Ha^MS«ktfWe!rt F ^ <Y VjWJStS»fc<a8f(?**fcftK, TLR2*<LPS©#ft*lR 
»W 5 C t C OflHR* 7°^ XVfP^rM OW^FK W-5 L T I « 5 C 

[0 2 12] 

i/af^a«>/<x©b-/l/ftJ:tFh-;l/B8aH:^-l SWheelerfi, ttffi 
Sift-To Medzhitovb, ±xBo Ifif-^ii, h-;btMT§U«>FfcLT©S 

VI.' h Mr, ntal - - t f. <~ T ^3 - £ UT 

3o<3, SpatzleCOfiilrilfrA^iSlSgKtel/^rt hTLRsOftWScMgfr bfl^ 
t©ffiiJ5tftf>To TLR20LPSK,fc5ffitt{t*^>f n'N+S/* FCfc?>HH*FS 
ft&l^ T L R 2 (DUllflgn F^f P S CftTS in vitroT?£>«V^Sfa 
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StV^tr^fc-grTSo mOT-Z'A, m<DkU£<S. CfJxfcfSpatzle 
ffllHlft) AU. P SCJtTST L R 2(D(mtkBJE-?%fri>Ltl%^£^~>nim<& 
%fflffiL%\,\ f^lt, TLR 2i:->3')v'3Wx b-zKOfflte^K^'O' 

m4(D#47<Dft : ?K.mr&tW->mmi>-k7#- (PRRs) T-355 0 Dangl?> 
, Cell 91,17-24(1997)o v' 3 7 3 7 /*XfcgEJ5«F£ fcttSSpatzleK 

, Spatzle?£g{*tt, K®-<7 0 ^ FQDcfens inta^tf Altac in(Djffi«© U^/P^r'SI 

fe^aDorsalO?g14ft?-^ffiL-Tl^l\ Lanattre£>, Cell 86,973-983(1996); 
Lemaitreb, EMBO J . 14 ,536-515 (1995) 0 
TO 2 1 3] 

Q1A4002U UNA42663, *3 «t tfDNA4736 He ^ ^? 3- FSnfc) £fr£f k h h 
-;HHiSU-b7^-cO-At*7 7 5 'J-©* CC^lEifiPJT^^ 
tl/i f- * « , TLR4 ©NF - K B£tt&&?Oj£&fl:lC fe 5 BS^<DSE» t ftttiC - 
H!^-0:O7 r 5 'J -©±S&«lH§f^ Jane»ayfc*^#Hflf2NH«: <ko 

3 (Medzhitov£>, ±.a) o k MLR7r5U-;i, BfeJ&ffitt^H 7 fc 

[0 2 14] 

[*»Jl 2] 
in situ/s-Yyj^V-tf-^H^ 



(89) iff ^ 2 0 0 2- 5 2 6 0 2 8 

cjftfe{ttfiHfMK*3ai-r § ft * Mffl t t s o 

[0 2 15] 

in situ/vf 7'J Wt'^ayit P C R/«£ M P -v^WtU Kfu-flt 
JfV>T, LufcGillett, Cell Vision 1:169-176 (1994)K«fcS7'n h=3-;l/©8 

»fc*ftfc/<-s>a vfcttoTfrfenfc. WKIW5t> *;i/vyysg^ 
;<77-f ySSSnfcfc hffl»s*^»rS*U ^77^y»ti> /Pfl't- 
•ffK (2 0 g/m 1)T1 5#W3 7 tT?*»^lifc£Sft, ±i£LufcGillett 

kssks ftti^s «k -3 k in s itu; w y u *v -tf- -> a yofefttcfiias ns= 

p_p] UT P-7^;b^tlfcTyg 1 -fe>XU*'7"n-7*A !; P C RMm^M 
5 5°CT— Bft/M'7*U #VX£ftfc 0 CO^^F*, Kodak NTB2^ h- 

[0216] 
« p-y*'7n-7£M 

6 . 0 n 1 ( 1 2 5 in C i ) © 33 P -U T P (Amersham BF 1002 . SA<2000 Ci/ 
nunol) *«*S*fe„ ft&Lfc 33 P - U T P £#i?&^a-7l-, WT©fi8#* 
isdtlLfc : 

2. 0 /i 1 5 x 7 

1. O/i 1 DTT (10 OmM) 

2 . 0 /i 1 N T P ( 2 . 5 mM : 1 0 /i ; ^ft€ ft 1 0 mM© G T P 

, C TP&ATP+ 1 0 fi 1 H 3 0) 
1. 0 /i 1 UTP (50/i M) 
1 . 0 /l 1 Rnas in 
1, 0/i ] DNAmm (1/ig) 
1 . 0 /i 1 H2O 

1. 0 ji 1 RNA*'J^7-e' (If> PCRjg^T3=AS, T7=S) 
[0 2 17] 

(ICD^-a-^ 3 7°CT 1 PfP^y+^^-hLfto 1. 0/ilORQl 
DN7— If^ifs/JDL, ?OiC3 7 °CT' 1 9 0 /1 1 

OTE ( 1 OmM Tris pH7 .6/lmM EDTA pH8 .0) ^Sstau. CO?I^tl^DE8 
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fcjEKU TP^Al 0*fflv^T5StiL»bft (6#) = *3ia= y b 
-7fcS6W\ 7n^A2*fflv>Ti§^Lfc (3#) „ ^ft&SiCBfcbQftti: 
, 1 0 0 p 1 ©T E^tob^Co 1 fi 1 ©S^gft^DE 8 1 -S-^-tetM-y 
hT'^U 6ml©Biufluur IlKfeVT*^ Lfc 0 
[0 2 1 8] 

COy'xn-y^T B E/^y^CjbH^fco 1 -3 ;t 1 ©7n-7'tfcli5 fi 
lORNA Mrk III* 3 \i 1 ©TEW/Vy 7 r-K^imUfc, 95°C©t-l- 

, fflkh, 45^1 1 8 0-2 5 :©W*t7 

>5>y7°T-ai.\ -7 o a c«7'j--tf-©*Tii$rafr6-w©ra, m«*ffl 

V>T X A R7-<;VAKF^7 I d? 4 i-/:o 

[0 2 19] 
33 P-/N^7"U^V-e-->3> 

(2 5ml 2 0 x S S C + 9 7 5 m 1 SQHzOK 1 OftfS 3 7 °CT" 0 . 5 
ft g/m 1 ©yDf-ft- tfK^TIffi^y^Lfdle (2 5 Orn 1 ©^fciSfeb 
tlfc R Nr-mSS^F N A / Vy 7 7 -*© 1 Omg/mlXF-y^Ol 2 
. 5 ill) , Z<D®W%0. 5 x S S CT-1 0 Lfco C©Wr£ 
7 0 %, 9 5 %, 1 0 0 %©x£/-;k 2^T-?-n ; fm^7j<Lfc: t> 
[0 2 2 0] 

C©X9-TK*lli/<57-fVft:U SQ HaOE»U 2xSSC, MS, 5 

iMW-e^n^ttriiiffe^bfco cofflJtfc* 2 0 p g/m 1 ©TdtMt— ifK 

(2 5 0ml ©RN7— tf*#3:&^R N7— if/W 77—*© 1 Omg/m 1 
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©5 0 0 ii 1 ; 3 7°C, 1 5#) -t hfl&£, 26* Wi* BxO/nfl't-ti 

K (2 5 0m 1 ©RNase/Vy7 7-— *© 1 0 0 p 1 ; 3 7 °C, 3 0^) 

V'J >Oftlc&l>Tli*>''<?fl:Ufe. #^T\ ±3zELfej;-5 £0. 5xSSC 

[0 2 2 1 ] 

F£, B o x/W77- (4 x S S C, 5 0%*/VAT5 F) —IS 

my-< /isz-^-^-zmz-tc 7°? x?- <y ? # >y 7 x tss l fc„ c ©jbk* 5 

Op, 1 0mY7"'J^V^— >3>/Vv7r- (3. 7 5g f*Xh7>X*7 
r-h + 6ml SQ H2O) fSl'U ftbf^XU 7 7"**1&T 2 £ 

*±W&aiLfeft, 18. 7 5mlOt.;VA75F, 
3. 7 5 m 1 © 2 0 x S S CSS&Tf 9 m 1 © S Q H 2 0£»JU ffilffi^J: < jK 

[0 2 2 2] 

X^-YKSfctK 1. Ox 1 0 ! cpm7*P-7*kl. Op. 1 t. R N A (5 0 
mg/m 1 Xh>y7) fc3#|BJ9 5 •Ctifflil/':, COX9-Y K**»U X7 
-Y F Mifc ♦) 4 8 /t 1 ©/ W 7" 'J #V -e- -> 3 y/ s -y 7 7 - fci&to L- , tfW r 
yXLfcS, 5 0 p 1 CO 33 PtEM^, X7-T F©5 0 p 1 ©TV/mVJ 94 

[0 2 2 3] 

ffijf** 2x10 ^W, 2 x S S C , E D T A £ffl^T^?ST*fiV (4 0 0 ml 
20xSSC+16ml 0. 25M EDTA. Vr=4L) . *OfftC3 71C 
T'3 0^RN7- tfAffiSLfc (2 5 0ml ©R NT— tfWy 7 T'-'t'© 1 0 
m g /m 1 © 5 0 0 p 1 = 2 0 p. g /m 1 ) „ C ©X5^ F£ 2 x 1 0 #IH, 2 
xSSC, EDTA^ffl^T^amif Lfc. Xhy^iyF4tMff(i, 
5 5 "CT- 2 BtH, 0. lxSSC, EDTA (20ml 20xSSC+16m 
1 EDTA, Vr=4 L) T?&ofc„ 
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[0 2 2 4] 

im. 

PE0285 (DM40021) 

* Y&k®&ifmmmT«<Dmr&<> (dna4oo2D <omi>w->&m<tco ik 

t'Jd'l : GGA TTC TAA TAG GAC TCA CTA TAG GGC AAA CTC TGC CCT GIG ATG TC 
A(IE?ij#-^2 7) 

t'j3 2 :CTA TGA AAT TAA CCC TCA CTA AAG CCA ACG AGG GCA ATT TCC ACT TAG 

(mmm^z 8) 

[0 2 2 5] 

^;WM«*tift, thill, (aASfeBf-y/^y-yy/^-KT 

[0 2 2 6] 
PR0358 (DNA47361) 

k h$Afe.£lfeMlffl^OTRU358 (DM47361) ©5EH/^-y*M^/i„ £ 
fiDNA4736ilB5iJfcacJfr b ftKTO^B-7*ffll* : 

* V rf 1 : GGA TTC TAA TAC GAC TCA CTA TAG GGC TGG CAA TAA ACT GGA GAC AC 
T (K#!J§^ 2 9 ) 

* U dt 2 :CTA TGA AAT TAA CCC TCA CTA AAG GGA TTG AGT TGT TCT TGG GTT GTT 
(B^iJ#°-3 0) 

[0 2 2 7] 



(93) 



2 0 02-5 26028 



[0 2 2 8] 

WTOiffiK, American Type Culture Collection, 2301 Parklawn Drive, R 
ockville, MD.USA (ATCC) E^KSnTV^, 
«S ATCC^ffi#^ ttKB 

DNA40Q21-1154 209389 1997¥l0fl 17H 

(PR0285*3- KUTV^S) 
DNA42663-1154 209386 1997^10^1170 

(PR0286?r3— KLTV>5) 
DNA47361-1249 209431 1997^11^70 

[0229] 

Cti60«IWt 1#IT^«.h©jl^ft©*K©HISfl<I*BKB8 , r*^^X 

<DfC A T C C IC i. *) Xf-m&~Z& *) - Gcnentech , Inc . t A T C C t ©HI©& 
**ff«ci:**fti:bT, jaSSBBff-rSJKHWfflrOSSff, I, b<»*li*ft« 

^0»j|ig©^JiflpJf[§tt^fSfi£U, f LT> f5JfSOA$«, 3 5 USC I 
I 2 2 ^<5tk i -1 aO l ( j —f 8 8 i G f i b 13 L t 7 C 

V R mi. 1 4&*j?r#) C$oTtf£3ft3*B^?ifi«^gmcJ;oTje 

[0 2 3 0] 

H-l >mj |] j, r I j] ' fF l )*' r - ^.t 

[0 2 3 1 ] 

isemmmt* mmmjm*-t-ftKimr*z « to tar*, westi* 
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©tc^sa^ji?©^.' $>§w±, ^n*^f #£ori- ,i > limia 

[0 2 3 2] 
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SEQUENCE LISTING 

<110> GENENTECH, INC. 

<120> HUMAN TOLL HOMOLOGUES 

<130> 11669. 53-WO-01 

<140> PCT/US98/2114L 
<141> 1996-10-07 

<15Q> 09/105, 113 
<151> 1998-06-26 

<150> 60,090,863 
<151> 1998-06-26 

<150> 60/083,322 
<151> 1998-04-28 

<150> 60/065,311 
<151> 1997-11-13 

<150> 60/062, 250 
C1513 1997-10-17 

<160> 30 

<170> Patentln Ver. 2.0 

<210> 1 

<211> 1049 

<212> PRT 

<213> Homo sapiens 

<40Q> 1 

Met Val Phe Pro Met Trp Thr Leu Lys Arg Gin lie Leu lie Leu Phe 

15 10 15 

ftsn He He Leu lie Ser Lys Leu Leu 51 y Ala Arg Trp Phe Pro. -Lys 
20 25 30 

Thr Leu Pro Cys Asp Val Thr Leu Asp Val Pro Lys Asn His Val He 
35 40 45 



Val Asp Cys Thr Asp Lys His Leu Thr Glu He Pre Gly Gly He Pro 
50 55 60 
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Thr Asn Thr Thr Asn Leu Thr Leu Thr lie Asn His lie Pro Asp Tie 

65 70 8C 

Ser Pro Ala Ser Phe His Arg Leu Asp His Leu Val Glu He Asp Phe 

8 5 90 95 

Arg Cys Asn Cys Val Pro lie Pro Leu Gly Ser Lys Asn Asn Met Cys 



lie Lys Arg Leu Gin tie Lys Pro Arg Ser Phe Ser Gly Leu Thr Tyr 
115 izo 125 



Gly Leu Pro Pro Ser Leu Gin Leu Leu Ser Leu Glu Ala Asn Asn He 
145 150 155 160 

Phe Ser lie Arg Lys Glu Asn Leu Thr Glu Leu Ala Asn He Glu He 



Leu Tyr Leu Gly Gin Asn Cys Tyr Tyr Arg Asn Pre Cys Tyr Vai Ser 
180 185 190 

Tyr Ser He Glu Lys Asp Ala Phe Leu Asn Leu Thr Lys Leu Lys Val 
195 200 20S 

Leu Ser Leu Lys Asp Asn Asn Val Thr Ala Val Pro Thr Val Leu Pro 
210 215 220 

Ser Thr Leu Thr Glu Leu Tyr Leu Tyr Asn Asn Met He Ala Lys He 
225 230 235 2«0 

Gin Glu Asp Asp Phe Asn Asn Leu Asn Gin Leu Gin He Leu Asp Leu 
245 250 255 

Ser Gly Asn Cys Pro Arg Cys Tyr Asn Ala Pro Phe Pro Cys Ala Pro 

250 265 270 



Leu Thr Glu Leu Lys Val Leu Arg Leu His Ser Asn Ser Leu Gin His 
290 295 300 

Val Pro Pro Arg Trp Fhe Lys Asn He Asn Lys Leu Gin Glu Leu Asp 

305 310 315 320 
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Leu Ser Gin ksn Phe Leu Ala Lys Glu lie Gly Asp Ala Lys Phe Leu 

325 330 335 

His Phe Leu Pro Ser Leu lie Gin Leu Asp Leu Ser Phe Asn Phe Glu 
340 345 350 

Leu Gin Val Tyr Arg Ala Ser Met Asn Leu Ser Gin Ala Phe Ser Ser 
355 360 365 

Leu Lys Ser Leu Lys lie Leu Arg He Arg Gly Tyr Val Phe Lys Glu 
370 375 380 

Leu Lys Ser Phe Asn Leu Ser Pro Leu His Asn Leu Gin Asn Leu Glu 
365 390 395 400 

Val Leu Asp Leu Gly Thr Asn Phe He Lys He Ala Asn Leu Ser Met 
405 410 415 

Phe Lys Gin Phe Lys Arg Leu Lys Val He Asp Leu Ser Val Asn Lys 
420 425 430 

He Ser Pro Ser Gly Asp Ser Ser Glu Val Gly Phe Cys Ser Asn Ala 
435 440 445 

Arg Thr Ser Val Glu Ser Tyr Glu Pre. Gin Val Leu Glu Gin Leu His 
450 455 460 

Tyr Phe Arg Tyr Asp Lys Tyr Ala Arg Ser Cys Arg Phe Lys Asn Lys 
465 470 475 480 

Glu Ala Ser Phe Met Ser Val Asn Glu Ser Cys Tyr Lys Tyr Cly Gin 
485 490 495 

Thr Leu Asp Leu Ser Lys Asn Ser He Phe Phe Val Lys Ser Ser Asp 
500 505 510 

Phe Gin His Leu Ser Phe Leu Lys Cys Leu Asn Leu Ser Gly Asn Leu 
515 520 525 

He Ser Gin Thr Leu Asn Gly Ser Glu Phe Gin Pro Leu Ala Glu -Leu 
530 535 540 

Arg Tyr Leu Asp Phe Ser Asn Asn Arg Leu Asp Leu Leu His Ser Thr 
545 S50 555 560 



Ala Phe Glu Glu Leu His Lys Leu Glu Val Leu Asp He Ser Ser Asn 
565 S70 575 



(98) 
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Ssr His Tyr Phe Gin Ser Glu Gly lie Thr His Met Leu Asn Phe Thr 
580 585 590 

Lys Asn Leu Lys Val Leu Gin Lys Leu Met Met Asn Asp Asn Asp lie 
595 600 605 

Sec Ser Ser Thr Ser Arg Thr Met Giu Ser Glu Ser Leu Arg Thr Leu 
610 €15 620 

Glu Phe Arg Gly Asn His Leu Asp Val Leu Trp Arg Glu Gly Asp Asn 
6Z5 630 635 640 

Arg Tyr Leu Gin Leu Phe Lys Asn Leu Leu Lys Leu Glu Glu Leu Asp 
645 650 655 

He Ser Lys Asn. Ser Leu Ser Phe Leu Pro Ser Gly Val Phe Asp Gly 
660 665 670 

Met Pro Pro Asn Leu Lys Asn Leu Ser Leu Ala Lys Asn Gly Leu Lys 
675 680 685 

Ser Phe Ser Trp Lys Lys Leu Gin Cys Leu Lys Asn Leu Glu Thr Leu 
690 695 700 

Asp Leu Ser His Asn Gin Leu Thr Thr Val Pro Glu Arg Leu Ser Asn 
■705 710 715 720 

Cys Ser Arg Ser Leu Lys Asn Leu He Leu Lys Asn Asn Gin He Arg 
725 730 735 

Ser Leu Thr Lys Tyr Phe Leu Gin Asp Ala Phe Gin Leu Arg Tyr Leu 
740 745 750 

Asp Leu Ser Ser Asn Lys He Gin Met He Gin Lys Thr Ser Phe Pro 

755 760 765 

Glu Asn Val Leu Asn Asn Leu Lys Met Leu Leu Leu His His Asn Arg 
770 775 7B0 

Phe Leu Cys Thr Cys Asp Ala Val Trp Phe val Trp Trp val Asn -His 
7B5 790 795 800 

Thr Glu Val Thr lie Pro Tyr Leu Ala Thr Asp Val Thr Cys Val Gly 
805 810 815 



Pro Gly Ala His Lys Gly Gin Ser Val He Ser Leu Asp Leu Tyr Thr 
820 625 830 



2002-526028 



Cys Glu Leu Asp Leu Thr Asn Leu lie Leu Phe Ser Leu Ser lie Ser 
835 640 845 

Val Ser Leu Pfic leu Met Val Met Met Thr Ala Ser His Leu Tyr Phe 
3SO 855 860 

Trp Asp Val Trp Tyr lie Tyr His Phe Cys Lys Ala Lys lie Lys Gly 
865 870 875 880 

Tyr Gin Arg Leu lie Ser Pro Asp Cys Cys Tyr Asp Ala Phe lie Val 
885 890 895 

Tyr Asp Thr Lys Asp Pro Ala Val Thr Giu Trp Val Leu Ala Glu Leu 
900 605 910 

Val Ala Lys Leu Glu Asp Pro Arg Glu Lys His Phe Asn Leu Cys leu 
915 920 925 

Glu Glu Arg Asp Trp Leu Pro Gly Gin Pro Val Leu Glu Asn Leu Ser 
930 935 940 



Gin Ser lie Gin Leu Ser Lys Lys 
345 950 

Tyr Ala Lys Thr Glu Asn Phe Lys 
965 

Arg Leu Met Asp Glu Lys Val Asp 
980 

Lys Pro Phe Gin Lys Ser Lya Phe 
995 1000 

Gly Ser Ser Val Leu Glu Trp Pro 
1010 1015 

Phe Trp Gin Cys Leu Lys Asn Ala 
1025 1030 

Tyr Ser Gin Val Phe Lys Glu Thr 
10^5 



Thr Val Phe Val Met Thr Asp Lys 
955 960 

lie Ala Phe Tyr Leu Ser His Gin 
970 975 

Val He He Leu He Phe Leu Glu 
985 990 

Leu Gin Leu Arg Lys Arg Leu Cys 
1005 

Thr Asn Pro Gin Ala His Pro Tyr 
1020 

Leu Ala Thr Asp Asn His Val Ala 
1035 1040 

val 



<2\0> 2 

<211> 3283 

<212> DMA 

<213> Homo sapiens 



Wm 2002-526028 



<4O0> 2 

cccatctcaa gctgatcttg gcacctctca 
ttccatcttg gaagaagact aaaaarggtg 
cctatccttt ttaacataat cctaatttcc 
actctgccct gtgatgtcac tctggacgtt 
gacaagcatt tgacagaaat tcctggaggt 
accattaacc acataccaga catcteeeca 
gagatcgatt tcagatgcaa ctgtgtacct 
atcaagaggc tgcagactaa acccagaagc 
taeetggatg gaaaccagct actagagata 
ctcagccttg aggccaacaa catcttttcc 
aacatagaaa tactctacct gggccaaaac 
tattcaatag agaaagatgc ettcctaaac 
gataacaatg tcacagccgt ccctactgtt 
tacaacaaca tgatcgcaaa aatccaagaa 
attcttgacc taagtggaaa ttgccctcgt 
tgtaaaaata a^tctcccct acagatccct 
aaagttttac gtctaca-ag taactctctt 
atcaacaaac tccaggaact ggatctgtcc 
gctaaatttc tgcattttct ccccagcctc 
cttcaggtct atcgtgcatc tatgaatcta 
aaaatcctgc ggatcagagg atatgtcttt 
ttacataatc ttcaaaatct tgaagttctt 
aacctcagca tgtt-aaaca atttaaaaga 
atatcacctt caggagattc aagtgaagtt 
gaaagttatg aaccccaggt cctggaacaa 
aggagttgca gattcaaaaa caaagaggct 
aagtatgggc agaccttgga tctaagtaaa 
tttcagcatc tttctttcct oaaatgcctg 
cttaatggca gtgaattcca acctttagca 
cggcttgatt tactccactc aacaqcattt 
ataagcagta atagccarta ttttcaatca 
aagaacctaa aggttctgca gaaactgatg 
agcaggacca tggagagtga gtctcttaga 
gttttatgga gagaaggrga taacagatac 
gaggaattag acatc.ctaa aaatteecta 
atgcctccaa atctaaagaa tctctctttg 
aagaaactcc agtgtctaaa gaacctggaa 
actgtccctg agagattatc caactgctcc 
aatcaaatca ggagtctgac gaagtatttt 
gatctcagct caaataaaat ccagatgatc 
aacaatctga agatgttgct tttgcatcat 
tggtttgtct ggtgggttiaa ccatacggag 
acttgtgtgg ggccaggagc acacaagggc 
tgtgagttag atctgactaa cctgattctg 
ctcatggtga tgatgacagc aagt cacctc 
ttctgtaagg ccaagataaa ggggtatcag 
gcctttattg tgtatgacac caaagaccca 



tgctctgctc tcttcaacca gacctctaea 60 
tttecaatgt ggacactgaa gagacaaatt 120 
aaactccttg gggctagatg gtttcctaaa 180 
ccaaagaacc atgtgatcgt ggactgcaca 24 0 
actcccacga acaccacgaa cctcaccctc 300 
gcgtcctttc acagactgga ccatcLggta 360 
attccactgg ggtcaaaaaa caacatgtgc 420 
tttagtggac tcacttattt aaaatccctt 480 
ccgcagggcc tcccgcctag cttacagctt 54 0 
atcagaaaag agaatctaac agaartggcc 600 
tgttattatc gaaatccttg ttatgcttca 660 
ctgacaaagt taaaagtgct ctccctgaaa 720 
Ctgccatcta ctttaacaga actatatctc 780 
gatgatttta ataaectcaa ccaattacaa 840 
tgttataatg ccccatttcc ttgtgcgccg 300 
gtaaatgctt ttgatgcgct gacagaatta 960 
cagcatgtgc ccecaagat.g gttitaagaac 1020 
caaaacttct tggccaaaga aattggggat 10BO 
atccaattgg atctgtcttt caattttgaa 1140 
tcacaagcat tttcttcact gaaaagcctg 12 00 
aaagagttga aaagctttaa cctcccrgcca 12 60 
gatcttggca ctaactttat oaaaattgct 1320 
ctgaaagcca tagatctttc agtgaataaa 1380 
ggcttctg^t caaatgccag aacttc~gta 1-3 40 
ttacattatt tcagatatga taagtatgca 1500 
tctttcatgt ctgttaatga aagctgccac 1560 
aacagtatat tttttgtcaa gtcctctgat 1620 
aatctgtcag gaaatctcat tagccaaact 16B0 
gagctgagat atttggactt ctccaacaac 1740 
gaagagcttc acaaactgga agttctggat 1B00 
gaaggaatta etcatatgct aaactttacc 1860 
atgaacgaca atgacatctc ttcctccacc 1920 
actccggaat tcagaggaaa tcacttagat 1980 
ttacaatrat tcaagaatct gctaaaatta 2040 
agtttcttgc cttctggagt ttttgatggt 2100 
gccaaaaatg ggctcaaatc tttcagttgg 2160 
actttggacc tcagccacaa ccaactgacc 2220 
agaagcctca agaatctgat tcttaagaat 22S0 
ctacaagatg ccctccagtt gcgatatctg 2340 
caaaagacca gcttcceaga aaatgtcctc 2400 
aateggtttc tgtgcacctg tgatgctgtg 2460 
gtgactattc cttacctggc cacagatgtg 2520 
caaagtgtga tctccctgga tctgtacacc 2580 
ttctcacttt ccatatctgt atctctcttt 264C 
tatttctggg atgtgtggta tatttaccat 2700 
cgtctaatat caccagactg ttgctatga- 276C 
gctgtgaccg agtgggctct ggctgagctg 2S20 



(101) 
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gtggccaaac tggaagaccc aagagagaae cattttaat; tatgcctcga gcaaagggac 2880 

tggttaccag ggcagccagt tctggaaaac ctttcccaga gcatacagct tancaaaaag 2940 

acagtgtttg tgatgacaga eaagtatgca aagactgaaa attttaagat agcattttac 3000 

ttgtcccatc agaggctcat ggatgaaaaa gttgatgtga ttatcttgat atttcttgag 3060 

aagccctctc agaagtccaa gttcctccac ctccggaaaa ggetctgtgg gagttetgtc 3120 

cttgagtggc caacaaaccc gcaagctcac ecatacttct ggcagrgtct aaagaaogcc 3180 

ctggccacag acaatcatgt ggcctatagt caggtgttca aggaaacggt ctagcccttc 3240 

tttgcaaaac acaactgcct agtttaccaa ggagaggcct ggc 3283 

<210> 3 

<211> 1041 

<212> PRT 

<213> Homo sapiens 

<400> 3 

Met Glu Asn Met Phe Leu Gin Ser Ser Met Leu Thr Cys lie Phe Leu 
15 10 15 

Leu He Ser Gly Ser Cys Glu Leu Cys Ala Glu Glu Asn Phe Ser Arg 
20 25 3D 

Ser Tyr Pro Cys Asp Glu Lys Lys Gin Asr. Asp Ser Val He Ala Glu 
35 40 45 

Cys Ser Asn Arg Arg Leu Gin Glu Val Pro Gin Thr Val Gly Lys Tyr 
50 55 60 

Val Thr Glu Leu Asp Leu Ser Asp Asn Phe lie Thr His He Thr Asn 
65 70 75 80 

Glu Ser Phe Gin Gly Leu Gin Asn Leu Thr Lys He Asn Leu Asn His 
8 5 90 95 

Asn Pro Asn Val Gin His GLn Asn Gly Asn Pro Gly He Gin Ser Asn 
100 105 110 

Gly Leu Asn He Thr Asp Gly Ala Phe Leu Asn Leu Lys Asn Lea Arg 

115 120 125 

Glu Leu Leu Leu Glu Asp Asn Gin Leu Pro Gin He Pro Ser Gly Leu 
130 135 140 

Pro Glu Ser Leu Thr Glu Leu Ser Leu He Gin Asn Asn He Tyr Asn 
145 150 155 160 



He Thr Lys Glu Gly He Ser Arg Leu He Asn Leu Lys Asn Leu Tyr 
165 170 175 



2002-526028 



Leu Ala Trp Asn Cys Tyr Phe Asn Lys Val Cys Glu Lys Thr Asn lie 

ISO 185 190 

Glu Asp Gly Val Phe Glu Thr Leu Thr Asn Leu Glu Leu Leu Ser Leu 

135 200 205 

Ser Phe Asn Ser Leu Ser His Val Pro Pro Lys Leu Pro Ser Ser Leu 

210 215 220 

Arg Lys Leu Phe Leu Ser Asn Thr Gin lie Lys Tyr lie Ser Glu Glu 



Asp Phe Lys Gly Leu lie Asn Leu Thr Leu Leu Asp Leu Ser Gly Asn 
245 250 255 

Cys Pro Arg Cys Phe Asn Ala Pro Phe Pro Cys Val Pro Cys Asp Gly 
260 265 270 

Gly Ala Ser lie Asn lie Asp Arg Phe Ala Phe Gin Asn Leu Thr Gin 
2-75 280 285 



ALa Trp Phe Lys Asn Met Pro His Leu Lys Val Leu Asp Leu Glu Phe 
305 310 315 320 

Aan Tyr Leu Val Gly Glu He Val Ser Gly Ala Phe Leu Thr Met Leu 



Pro Arg Leu Glu He Leu Asp Leu Ser Phe Asn Tyr He Lys Gly Ser 
340 345 350 

Tyr Pro Gin His He Asn He Ser Arg Asn Phe Ser Lys Leu Leu Ser 
355 360 365 

Leu Arg Ala Leu His Leu Arg Gly Tyr Val Phe Gin Glu Leu Arg Glu 

370 375 380 

Asp Asp Phe Gin Pro Leu Met Gin Leu Pro Asn Leu Sei Thr He Asn 



Leu Gly Tie Asn Phe He Lys Gin He Asp Phe Lys Leu Phe Gin Asn 
405 410 415 

Phe Ser Asn Leu Glu lie lie Tyr Leu Ser Glu Asn Arg He Ser Pro 

420 425 430 



(103) 
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Leu Val Lys Asp Thr Axq Gin Ser Tyr Ala Asn Ser Ser Ser Phe Gin 
435 440 4-15 

Arg His lie Arg Lys Arg Arg Ser Thr Asp Phe Glu Phe Asp Pro His 
450 455 460 

Ser Asn Phe Tyr His Phe Thr Arg Pro Leu lie Lys Pro Gin Cys Ala 
465 470 475 480 

Ala Tyr Gly Lys Ala Leu Asp Leu Ser Leu Asn Ser lie Phe Phe lie 
485 490 495 

Gly Pro Asn Gin Phe Glu Asn Leu Pro Asp lie Ala Cys Leu Asn Leu 
500 505 510 

Ser Ala Asn Ser Asn Ala Gin Val Leu Ser Gly Thr Glu Phe Ser Ala 
515 520 525 

lie Pro His Val Lys Tyr Leu Asp Leu Thr Asn Asn Arg Leu Asp Phe 
530 535 540 

Asp Asn Ala Ser Ala Leu Thr Glu Leu Ser Asp Leu Glu Val Leu Asp 
545 550 555 560 

Leu Ser Tyr Asn Ser His Tyr Phe Arg He Ala Gly Val Thr His His 
565 570 575 

Lesu Glu Phe lie Gin Asn Phe Thr Asn Leu Lys Val Leu Asn Leu Ser 
580 585 590 

His Asn Asn ILe Tyr Thr Leu Thr Asp Lys Tyr Asn Leu Glu Ser Lys 
595 600 605 

Ser Leu Val Glu Leu Val Phe Ser Gly Asn Arg Leu Asp He Leu Trp 
610 615 620 

Asn Asp Asp Asp Asn Arg Tyr He Ser He Phe Lys Gly Leu Lys Asn 
625 63C 635 640 

Leu Thr Arg Leu Asp Leu Ser Leu Asn Arg Leu Lys His He Pro Asn 
645 650 655' 

Glu Ala Phe Leu Asn Leu Pro Ala Ser Leu Thr Glu Leu His lie Asr. 
560 665 670 

Asp Asn Met Leu Lys Phe Phe Asn Trp Thr Leu Leu Gin Gin Phe Pre 
675 680 685 



(104) 
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Arg Leu Glu Leu Leu Asp Leu Arg Gly Asn Lys Leo Leu Phe Leu Thr 
690 695 7CC 

Asp Ser Leu Ser Asp Phe Tnr Ser Ser Leu Arg Thr Leu Leu Leu Ser 
70S TIC 715 720 

His Asn Arg He Ser His Leu Pro Ser Gly Phe Leu Ser Glu Val Ser 
72S 730 735 

Ser Leu Lys His Leu Asp Leu Ser Ser Asn Leo Leu Lys Thr He Asn 
740 715 750 

Lys Ser Aia Leu Glu Thr Lys Thr Thr Thr Lys Leu Ser Met Leu Glu 
755 7fi0 765 

Leu His Gly Asn Pro Phe Glu Cys Thr Cys Asp He Gly Asp Phe Arg 
770 775 780 

Arg Trp Met Asp Glu His Leu Asn Val Lys He Pro Arg Leu Val Asp 
785 790 795 BOO 

Val He Cys Ala Ser Pro Gly Asp Gin Arg Gly Lys Ser lie Val Ser 
805 810 B15 

Lou Glu Leu Thr Thr Cys Val Ser Asp Val Thr Ala Val He Leu Phe 
820 825 830 

Phe Phe Thr Phe Phe He Thr Thr Met Val Met Leu Ala Ala Leu Ala 
B35 840 845 

His His Leu Phe Tyr Trp Asp Val Trp Phe He Tyr Asn Val Cys Leu 
850 855 860 

Ala Lys Val Lys Gly Tyr Arg Ser Leu S«r Thr Ser Gin Thr Phe Tyr 
965 870 87S 8B0 

Asp Ala Tyr He Ser Tyr Asp Thr Lys Asp Ala Ser Val Thr Asp Trp 
885 890 895 

Val He Asn Glu Leu Arg Tyr His Leu Glu Glu Ser Arg Asp Lys .Asn 
900 905 910 

Val Leu Leu Cys Leu Glu Glu Arg Asp Trp Asp Pro Gly Leu Ala He 
915 920 925 



He Asp Asn Leu Net Gin Ser He Asn Gin Ser Lys Lys Thr Val Phe 
930 935 940 



(105) 
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Val Leu Thr Lys Lys Tyr Ala Lys Ser Trp ftsn Phe Lys Thr Ala Phe 
945 950 955 960 

Tyr Leu Ala Leu Gin Arg Leu Met Asp Glu ftsn Met Asp Vai lie lie 
SG5 S7Q 975 

Phe lie Leu Leu Glu Pro Val Leu Gin His Ser Gin Tyr Leu Arg Leu 
980 9B5 990 

Arg Gin Arg lie Cys Lys Ser Ser lie Leu Gin Trp Pro Asp Asn Pro 

995 100G 3005 



Lys Ala Glu Gly Leu Phe Trp Gin 
1010 1015 

Glu Asn Asp Ser Arg Tyr Asn Asn 
1025 1030 



Thr Leu Arg Asn Val Val Leu Thr 
1D20 

Met Tyr Val Asp Ser lie Lys Gin 

1035 1040 



<210> 4 
<211> 4199 
<212> DHA 

<213> Homo sapiens 
<-400> 4 

gggtaccatt ctgcg-tgct gcaagttacg 

aaaacatgtt ccttcagtcg tcaatgctga 

gtgagttatg cgccgaagaa aatttttcta 

atgactcagt tattgcagag tgcagcaatc 

gcaaatatgt gacagaacta cacctgtctg 

catttcaagg gctgcaaaat ctcactaaaa 

accagaacgg aaatcccggt atacaatcaa 

tcaacctiaa aaacctaagg gagttactgc 

ctggtttgcc agagtctttg acagaactta 

ctaaagaggg catttcaaga cttataaact 

attttaacaa agtttgcgag aaaactaaca 

atttggagtt gctatcacta tctttcaatt 

gctccctacg caaacttttt ctgagcaaca 

tcaagggatt gataaattta aeattactag 

atgccccatt tccatgcgtg ccttgtgatg 

cttttcaaia cttgacccaa cttcgatacc 

ccaatgctgc ctggtttaaa aatatgcctc 

atttagtggg agaaatagtc tctggggcat 

ttgacttgtc ttttaactat ataaagggga 

acttctctaa acttttgtct ctacgggcat 



gaatgaaaaa ttagaacaac agaaacatgg CO 

cctgcatttt cctgctaata tctggttcct 120 

gaagctatcc ttgtgatgag aaaaagcaaa 180 

gtcgactaca ggaagttccc caaacggtgg 240 

ataatttcat cacacacata acgaatgaat 300 

taaatetaaa eeacaacecc aatgtacagc 360 

atggcttgaa tatcacagac ggggcattcc 420 

ttgaagacaa ccagttaccc caaataccct 480 

gtctaattca aaacaatata tacaacataa 540 

tgaaaaatct ctatttggcc tggaaetgct 600 

tagaagatgg agtatttgaa acgctgacaa 660 

ctctttcaca cgtgccaccc aaactgccaa 720 

cccagatcaa atacattagt gaagaagait 780 

atttaagcgg gaactgtccg aggtgcttca 940 

gtggtgcttc aattaatata gatcgtttrg 900 

taaacctete tageaettec etcaggaaga 960 

atctgaaggt gctggatett gaattcaact 1020 

ttttaaccat gctgccccgc ttagaaatac 1080 

gttatccaca gcatattaat atttccagaa 1140 

tgeatttsag aggttatgtg ttccaggaac 1200 
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tcagagaaga 


ta-taa^aa 


cccc^qa^gc 








ttacttactt 


qtc/alLc 


a^aa.a.cac 


coaatagttc 


ctcttttcaa 
^ac-t-tat 








catt-caccc 


atggaaaagc 


ctta'attta 




aaaatcttcc 


t acltt cc 
attttca'cc 


t^-taaatc 
actcccca" 






a ~tcttact 9 




taat eta t 
a " c ta t ttc 


g_ c ac g 


gctataattc 






atttcacaaa 


tctaaaa tt 




agtataacct 


tTatga^ac 


^•ccct C tT 
aaca T 


ttttgtggaa 




a 




tttatccctt 




t 


tctcact^a 
c cac gaa 


ctacatataa 
c aca a aa 


cattactcca 


gcagttccct 


cgtctcgagt 


ttfctaactga 




gactt acat 


atttaa^ttc 


ccacctaccc 


tc ggcttte 




caatctgc a 


aaaacaatca 


ccaaattatc 
atttcc aa° 


tatgttggaa 


etacaeggaa 


ttt fcca 9 


atcgatggat 


gaa.a.ctgd 




tcctggggat 


aaagaggga 


ttat ^t^c 


tgtcactgea 


g^gatattat 




cccc ggc 


cac_a c g„ 


tgtgtctagc 


ttafacacc 


ggctacaggt 


cttacatttc 




aaaga gec 


gctaccacct 




cgagacaaaa 






aacatg aCC 


cagtatttgt 


tttaaceaaa 




tggct ~tgca 


^cattctca 9 




cagtgtcaca 




aa ^ aggC 


tccagtggcc 


tclcaacecg 






aaat attca 


^aggcagaag 


aactgacgtt 


aactcatgat 




attagttatc 


tattgetata 


taacaaatta 


tttgctggcc 


cacagttttt 


gaggg^cagg 




c cagaggc 


gcaatg^agg 


tcacactcat 


gtggttgttt 




actcatgtaa 




cctctcccac 


aaagagaggt 


cgctagcaag 


atgaagtcac 








atgggagtga 


ccacctcagt 


ccagggaaaa 








tgatgataga 


ttgegaatat 


caggaggcag 










gtttatattt 




tgcgt Ccggt 




gctgctccta 


ggtttagacg 




actgagatgg 



agcttccaaa ctcatcgact atcaacttgg 1260 
aacttttcca aaatttctcc aacetggaaa 1320 
cgttggtaaa agataccegg cagagttarg 1360 
ggaaacgacg ctcaacagat tttgagtttg 1440 
gtcctttaat aaagccaeaa tgtgctgct- 15C0 
gtattttctt cactgggcca aaccaatttg 1560 
tgtctgcaaa tagcaatget caagtgttaa 1620 
tcaaatattt ggacttgaca aacaatagac 1680 
aattgtccga cttggaagtt ctagatctca 1740 
gegtaacaca tcatctagaa tttattcaaa 18O0 
gccacaacaa cafftatact ttaacagata 1860 
aattagtttt cagtggcaat cgccttgaca 1920 
tctccatttt caaaggtctc aagaatctga 1980 
agcacatccc aaatgaagca ttccttaatt 2040 
atgataatat gttaaagttt tttaaotgga 2100 
tgettgaett acgtggaaac aaactactct 2160 
cttcccttcg gaeactgetg ctgagtcata 2220 
tttctgaagt eagtagtctg aagcacctcg 22S0 
acaaatccgc acttgaaact aagaccacca 2340 
acccctttga atgcacctgt gacattggag 24D0 
atgtcaaaat tccr.agactg gtagatgtca 24 60 
agagtattgt gag.ccggag ctaacaactt 2520 
ttttcttcac gttctttatc accaccetgg 25B0 
tttactggga tgtttggttt atatataatg 264 0 
ctctttccac atcccaaact ttctatgatg 2700 
ctgttactga ctgggtgata aatgagctgc 2760 
acgttctcct ttgtctagag gagagggatt 2820 
teatgeagag catcaaccaa agcaagaaaa 2880 
aaagctggaa ctttaaaaca gcttcttact 2940 
tggatgtgat tatatttatc ctgctgcagc 3000 
tacggcagcg gatctgtaag agctccatce 3050 
gcttgttttg gcaaactctg agaaatctgg 3120 
atatgtatgt cgattccatt aagcaatact 3180 
aataaagatg caaaggaatg acatttctgt 3240 
tcccaaaact tagtggttta aaacaacaca 3300 
agtccaggcc cagcataact gggtcctctg 3360 
tgttcaccag agacaraggc atcactgggg 3420 
artcctcctg ggcta-tggc caaaggctat 3430 
aaggcagctt gcttcatcag agecagcaaa 3510 
aatcttttgt aatcgaatca aaaaagtgat 3600 
tagaagtaaa ccacaggtcc cacca'gctcc 3660 
cagetgaaga ccaagatggt gagctctgat 3720 
tgactgccgt cctgggatgg cctgctatct 37B0 
gcatcactgt ggaccatctt agcagttgac 3340 
crtttgccac tgtgactaat ggtcctaata 3900 
tatggctaca tggt-atatt atgctgtggt 3960 
caaacattcg ctg-aacatt tgacctctaa 4020 
atagctttta aagcac=ttt tacttcttac 40S0 
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cattttttaa aagtatgcag ctaaattcga agcttttggt ctatactgtt aattgecatt 4140 
gctgtaaatc ttaaaatgaa tgaataaaaa tgtttcattt cacaaaaaaa aaaaaaaaa 4199 

<210> 5 

<2il> 20 

<212> DNA 

<213> Homo sapiens 



<210> 6 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<4G0> 6 

atccatgagc ctctgatggg 20 

<210> ? 

<211> 45 

<212> DNA 

<213> Homo sapiens 



<210> 8 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 6 

gccgagacaa aaacgttctc c 21 

<210> 9 

<2U> 24 

<212> DNA 

<213> Homo sapiens 



<400> 5 

taaagaccca gctgtgaccg 



20 



<400> 7 

etttatgtct cgaggaaagg gactggttac cagggcagcc agttc 



45 



<400> 9 

catccatgtt ctcatccatt agcc 



24 



<2X0> 10 
<211> 46 
<212> DNA 



<213> Homo sapier 
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tcgacaacct 


cacgcagagc 


atcaaccaaa 


gcaagaaaac 


agtart 




46 


<21C> 11 














<21i> 2602 














<212> DNA 














<213> Homo 


sapiens 












<400> 11 














gttatgccta 


gaaaacattt 


ctcaagaatt 


agaattacga 


tatgctgtca 


aacacaatga 


60 


cttatttgaa 


cctcttttat 


ttgtaggtcg 


aagcactgga 


caatgccaca 






atggtgtggg 


tcttgggggt 


catcatcagc 


ctctccaagg 


aagaatcctc 


caatcaggct 


18G 


tctctgtctt 


gtgaccgcaa 


tggtatctgc 


aagggcagct 


eaggatcttt 


aaactccatt 


240 


ccctcagggc 


tcacaqaagc 


tgtaaaaagc 


cttgacctgt 


ccaacaacag 


gaxcaccrtac 




attagcaaca 


gtgacctaca 


gaggtgtgtg 


aacctccagg 


ctctggtget 


gacatccaat 


360 


ggaattaaca 


caatagagga 


agattctttt 


tcttccctgg 


gcagtcttga 


acatrttagac 




ttatcctata 


attacttatc 


taatttatcg 


tcttcctggt 


tcaagcccct 


ttcttctnta 


480 


acattcttaa 


acttactggg 


aaatccttac 


aaaaccc:tag 


gggaaacatc 




S40 


catctcacaa 




cctgagagtg 


ggaaatatgg 


acaccttcac 


taa^ttcaa 


600 


agaaaagatt 


ttgctggact 




gaggaacttg 


agattgatgc 


tic 9 * t°t d 


660 


cagagctatg 


agccaaaaag 


tttgaagtca 


attcagaatg 


taagtcatct. 


L a -ccttcat 


720 


atgaagcagc 


atattttact 


gctggagatt 


tttgtagatg 


ttacaagttc 




780 


ttggaactgc 


gagatactga 


tttqgacact 


ttccattttt 




cacto t 9 a 


840 




tgattaaaaa 


gtttacattt 


agaaatgtga 


aaatcaccga 


-gaaagtttg 


900 


tttcaggtta 




gaatcagatt 


tctggattgt 


tagaattaga 


gtttgatgac 


960 


tgtaccotra 


atggagttgg 


taat-ttaga 


gcatctgata 


atgacagagt 


t atagatcca 


1020 


ggtaaagtgg 


aaacgttaac 


aatccggagg 


ctgcatattc 


caaggtttta 


cttacttLtat 


1060 


gatctgagca 


ctetatattc 


acttacagaa 


agagt.f.aaaa 


gaatcacagt 


agaaaacagt 


1140 


aaagtttttc 


tggttccttg 




caacatttaa 


aatcattaga 


atacttggat 


1200 


ctcagtgaaa 


atttgatggt 


tgaagaatac 


ttgaaaaatt 


cagcctgtga 


ggatgcctgg 


1260 


ccctctctac 


aaactttaat 


tttaaggcaa 


aatcatttgg 


catcattgga 


aaaaaccgga 


1320 


gagactttgc 


tcactctgaa 


aaacttgact 


aacattgata 


tcagtaagaa 


tagttttcat 


1380 


tctatgcctg 


aaacttgtca 


gtggccagaa 


aagatgaaat 


atttgaactt 


etccagcaca 


1440 


cgaatacaca 


gtgtaacagg 


ctgcattccc 


aagacactcc 


aaattttaga 


tgttagcaac 


1500 


aacaatctca 


atttattttc 


tttgaatttg 


cegcaactca 


aagaacttta 


tatetccaga 


1560 


aataagttga 


tgactctacc 


agaigcctcc 


ctcttaccca 


tgttactagt 


attgaaaatc 


1620 


agtaggaatg 


caataactac 


gctttctaag 


gagcaacttg 


actcatttca 


caca ctgaag 


1680 


actttggaag 


ctggtggcaa 


taacctcact 


tgctcctgtg 


aattcctctc 


cttcactcag 


1740 


gagcagcaag 




agtcttgatt 


gattggccag 




gtgtgactct 


1800 


ccatcccatg 


tgcgtggcca 


gcaggttcag 


gatctccgcc 


tctcggtgtc 


ggaatgtcac 


1860 


aggacagcac 


tggtgtctgg 


catgtgctgt 




tgctgatcct 


gctcacgggg 


1920 


gtcctgtgcc 


accgtttcca 


cggcctgtgg 




tgatgtgggc 


ctggctccag 


1980 


gccaaaagga 


agcccaggaa 


agctcccagc 


aggaacatct 


gctatgatge 


atttgtttct 


2040 


tacagtgagc 


gggatgccta 


ctgggtggag 


aaccztacgg 


tccaggagct 


ggagaacttc 


2100 




tcaagttgtg 




cggcacttca 


ttcctggcaa 


gtggatcs-t 


2160 


gacaalatca 


ttgactccat 


rgaaaagagc 


cacooaactg 


tctttgtgct 


ttctgaaaac 


2220 


tttgtgaaga 


gtgagtggtg 


caagtatgaa 


ctgcacttct 




tcittetgat 


2280 


gagaacaatg 


atgctgccat 


cctcaitctt 


ctggagccca 


ttgagaaaaa 


agceattrrcc 


2340 
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cagcgctcct gcaagctgcg gaagataatg aacaccaaga cctscctgga gtggcccatg 2400 

gacgaggctc agcgggaagg attttgggta aatctgagag ctgcgataaa gtcctaggtt 24 60 

cccatattta agaccaytcc ttgtetagtt gggatcttta tgtcactagt tatagttasg 2520 

ttcattcaga cataattata taaaaactac gtggatgtac cgtcatttga ggacttgctt 2580 

actaaaacta caaaacttca aa 2602 

<c210> 12 

<211> 784 

<212> PRT 

<213> Homo sapiens 

<400> 12 

Met Pro His The Leu Trp Met Val Trp Val Leu Gly Val He ILe Ser 
15 10 15 

Leu Ser Lys Glu Glu Ser Ser Asn Gin Ala Ser Leu Ser Cys Asp Arg 
20 25 30 

Asn Gly He Cys Lys Gly Ser Ser Gly Ser Leu Asn Ser He Pro Ser 
35 40 45 

Gly Leu Thr Glu Ala Val Lys Ser Leu Asp Leu Ser Asn Asn Arg He 
50 55 60 

Thr Tyr He Ser Asn Ser Asp Leu Gin Arg Cys Val Asn Leu Gin Ala 
65 70 75 BD 

Leu Val Leu Thr Ser Asn Gly He Asn Thr He Glu Glu Asp Ser Phe 
8S 90 95 

Ser Ser Leu Gly Ser Leu Glu His Leu Asp Leu Ser Tyr Asn Tyr Leu 
100 105 110 

Ser Asn Leu Ser Ser Ser Trp Phe Lys Pro Leu Ser Ser Leu Thr Phe 
115 120 125 

Leu Asn Leu Leu Gly Asn Pro Tyr Lys Thr Leu Gly Glu Thr Ser Leu 
130 135 140 

Phe Ser His Leu Thr Lys Leu Gin He Leu Arg Val Gly Asn Met. Asp 
145 15C 155 "l60 

Thr Phe Thr Lys lie Gin Arg Lys Asp Phe Ala Gly Leu Thr Phe Leu 
165 170 175 



Glu Glu Leu Glu lie Asp Ala Ser Asp Leu Gin Ser Tyr Glu Pro Lys 
180 165 190 



2 00 2-52602? 



Ser Leu Lys Set lie Gin Asn Val S«r His Leu lie Leu His Met Lys 



1 Leu Leu Glu He Phe Val Asp Val Thr Ser Ser Val 



Glu Cys Leu Glu Leu Arg Asp Thr Asp Leu Asp Thr Phe His Phe Ser 
225 230 235 240 



Leu Asn GLn lie Ser Gly Leu Leu Glu Leu Glu Phe Asp Asp Cys Thr 
275 280 285 



Arg Phe Tyr Leu Phe Tyr Asp Leu Ser Thr Leu Tyr Ser Leu Thr Glu 
325 330 335 

Arg Val Lya Arg He Thr Val Glu Asn Ser Lys Val Phe Leu Val Pro 
340 345 350 

Cys Leu Leu Ser Gin Ris Leu Lys Ser Leu Glu Tyr Leu Asp Leu Ser 



Glu Asn Leu Ket Val Glu Glu Tyr Leu Lys Asn Ser Ala Cys Glu Asp 
370 375 380 



Ser Leu Glu Lys Thr Gly Glu Thr Leu Leu Thr Leu Lys Asn Leu Thr 



Gin Trp Pro Glu Lys Met Lys Tyr Leu Asn Leu Ser Ser Thr Arg He 
435 440 445 
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His Ser Vai Thr Gly Cys lie Pro Lys Thr Leu Glu He Leu Asp Val 



Ser Asn A sr. Asn Leu Asr. Leu Phe Ser Leu Asn Leu Pro Gin Leu Lys 
4SS 470 475 480 

Glu Leu Tyr He Ser Arg Asn Lys Leu Met Thr Leu Pro Asp Ala Ser 



Leu Leu Pro Met Leu Leu Val Leu Lys He Ser Arg Asn Ala lie Thr 
500 ^05 510 

Thr Phe Ser Lys Glu Gin Leu Asp Ser Phe His Thr Leu Lys Thr Leu 
SIS 520 525 

Glu Ala Gly Gly Asn Asn Phe lie Cys Ser Cys Glu Phe Leu Ser Phe 
530 535 540 



Asn Tyr Leu Cys Asp Ser Pro Ser His Val Arg Gly Gin Gin Val Gin 
565 370 575 



Gly Met Cys Cys Ala Leu Phe Leu Leu He Leu Leu Thr Gly Val Leu 
595 600 605 

Cys His Arg Phe His Gly Leu Trp Tyr Met Lys Met Met Trp Ala Trp 
€10 * 615 620 

Leu Gin Ala Lys Arg Lys Pro Arg Lys Ala Pro Ser Arg Asn lie Cys 
625 630 635 640 

Tyr Asp Ala Phe Val Ser Tyr Ser Glu Arg Asp Ala Tyr Trp Val Glu 
645 650 655 

Asn Leu Met Val Gin Glu Leu Glu Asn Phe Asn Pro Pro Phe Lys .Leu 



Cys Leu His Lys Arg Asp Phe He Pro Gly Lys Trp He He Asp Asr. 
S 7 5 680 685 

He He Asp Ser He Glu Lys Ser His Lys Thr Val Phe Val Leu Ser 
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Glu Asn Phe Val Lys Ser Glu Trp Cys Lys Tyr Slu Leu Asp Phe Ser 
705 ?10 713 720 

His Phe Arg Leu Phe Asp Glu Asn Asr. Asp Ala Ala lie Leu lie Leu 
725 730 "5 

Leu Glu Pro He Glu Lys Lys Ala He Pro Gin Arg Phe Cys Lys Leu 
740 745 750 

Arg Lys He Met Asr. Thr Lys Thr Tyr Leu Glu Trp Pro Met Asp Glu 
755 760 765 

Ala Gin Arg Clu Gly Phe Trp Val Asr, Leu Arg Ala Ala He Lys Ser 
77Q 775 780 



<210> 13 
<211> 811 
<212> PR? 
<213? Homo sapiens 

<400> 13 

Met Arg Leu He Arg Asn He Tyr He Phe Cys Ser He Val Met Thr 
1 5 10 15 

Ala Glu Gly Asp Ala Pro Glu Leu Pro Glu Glu Arg Glu Leu Met Thr 
20 25 30 

Asn Cys Ser Asn Met Ser Leu Arg Lys Val Pro Ala Asp Leu Thr Pro 
35 40 45 

Ala Thr Thr Thr Leu Asp Leu Ser Tyr Asn Leu Leu Phe Gin Leu Gin 
50 55 60 

Ser Ser Asp Phe His Ser Val Ser Lys Leu Arg Val Leu lie Leu Cys 
65 70 75 B0 

His Asn Arg He Gin Gin Leu Asp Leu Lys Thr Phe Glu Phe Asn Lys 



Glu Leu Arg Tyr Leu ftsp 



,eu Ser Asn Asn Arc Leu Lys Ser Val Thr 



Trp Tyr Leu Leu Ala Gly Leu Arg Tyr Leu Asp Leu Ser Phe Asn Asp 
HE 125 
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Phe Asp Thr Met Pro He Cys Glu Glu Ala Gly Asn Met Ser His Leu 
130 135 HO 

Glu lie Leu Gly Leu Ser Gly Ala Lys lie Gin Lys S«r Asp Phe Gin 
14S 150 1" 160 

Lys He Ala His Leu His Leu Asn Thr val Phe Leu Gly Phe Arg Thr 



Leu Pro His Tyr Glu Glu Gly Ser Leu Pro lie Leu Asn Thr Thr Lys 
180 18S 190 

Leu His lie Val Leu Pro Met Asp Thr Asn Phe Trp Val Leu Leu Arg 



Asp Gly He Lys Thr Ser Lys He Leu Glu Met Thr Asn He Asp Gly 
210 215 220 

Lys Ser Gin Phe Val Ser Tyr Glu Met Gin Are Asn Leu Ser Leu Glu 

225 230 235 240 



Asp Asp Leu Phe leu He Leu Gin Phe Val Trp His Thr Ser Val Glu 
260 265 270 

His Phe Gin He Arg Asn Val Thr Phe Gly Gly Lys Ala Tyr Leu Asp 
275 280 285 

His Asn Ser Phe Asp Tyr Ser Asn Thr Val Met Arg Thr He Lys Leu 
290 295 300 

Glu His Val His Phe Arc. val Phe Tyr lie Gin Gin Asp Lys He Tyr 
305 310 315 320 

Leu Leu Leu Thr Lys Met Asp lie Glu Asn Leu Thr He Ser Asn Ala 
325 330 335 

Gin Met Pro His Met Leu Phe Pro Asn Tyr Pro Thr Lys Phe Gin - Tyr 
340 345 3^0 

Leu Asn Phe Ala Asn Asa He Leu Thr Asp Glu Leu Phe Lys Arg Thr 
355 360 365 



He Gin Leu Pro His Leu Lys 



Thr Leu He Leu Asn Gly Asn Lys Leu 
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Glu Thr Lau Ser Leu VaJ Ser Cys Phe Ala Asn Asn Thr Pro Leu Glu 
385 390 395 40C 

His Leu Asp Leu Ser Gin Asn Leu Leu Gin His Lys Asn Asp Glu Asn 
405 410 415 

Cys Ser Trp Pro Glu Thr Val Val Asn Met Asn Leu Ser Tyr Asn Lys 
420 425 430 

Leu Ser Asp Ser Val Phe Arg Cys Leu Pro lys Ser lie Gin lie Leu 
435 440 445 

Asp Leu Asn Asn Asn Gin lie Gin Thr Val Pro Lys Glu Thr lie His 
450 455 460 

Leu Met Ala Leu Arg Glu Leu Asn He Ala Phe Asn Phe Leu Thr Asp 
465 470 475 480 

Leu Pro Gly Cys Ser His Phe Ser Arg Leu Ser Val Leu Asn He Glu 
435 490 49S 

Met Asn Phe He Leu Ser Pro Ser Leu Asp Phe Val Gin Ser Cys Gin 
500 505 510 

Glu Val Lys Thr Leu Asn Ala Gly Arg Asn Pro Phe Arg Cys Thr Cys 
515 520 525 

Glu Leu Lys Asn Phe He Gin Leu Glu Thr Tyr Ser Glu Val Met Met 
530 535 540 

Val Gly Trp Ser Asp Ser Tyr Thr Cys Glu Tyr Pro Leu Asn Leu Arg 
545 550 555 560 

Gly Thr Arg Leu Lys Asp Val His Leu Kis Glu Leu Ser Cys Asn Thr 
565 570 575 

Ala Leu Leu He Val Thr He Val Val lie Met Leu Val Leu Gly Leu 
560 585 590 

Ala Val Alf Phe Cys Cys Leu His Phe Asp Leu Pro Trp Tyr Leu 'Arg 
59S 6C0 605 

Met Leu Gly Gin Cys Thr Gin Thr Trp His Arg Val Arg Lys Thr Thr 
610 ' 615 620 



Gin Glu Gin Leu Lys Arg Asn Val Arg Phe His Ala Phe He Ser Tyr 

625 62C 635 640 
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Ser Giu His Asp Ser Leu Trp Val Lys Asn Glu Leu lie Pro Asn Leu 
64 5 650 655 

Glu Lys Glu Asp Gly Ser lie Leu lie Cys Leu Tyr Glu Ser Tyr Phe 



Asp Pro Gly Lys Ser lie Ser Glu Asn lie Val Ser Phe lie Glu Lys 
675 680 685 

Set Tyr Lys Ser lie Phe Val Leu Ser Pro Asn Phe Val Gin Asn Glu 
690 695 700 

Trp C/s Kis Tyr Glu Phe Tyr Phe Ala His His Asn Leu Phe His Glu 
705 710 715 720 



Cys lie Fro Thr Arg Tyr His Lys Leu Lys Ala Leu Leu Glu Lys Lys 



Ala Tyr Leu Glu Trp Pro Lys Asp Arg Arg Lys Cys Gly Leu Phe Trp 
•755 760 765 

Ala Aan Leu Arg Ala Ala He Asn Val Asn Val Leu Ala Thr Arg Glu 
770 775 780 

Met Tyr Glu Leu Gin Thr Phe Thr Glu Leu Asn Glu Glu Ser Arg Gly 
785 790 795 600 



Ser Thr lie Ser Leu Met Arg Thr Asp Cys Leu 



<210> 14 

<211> 3462 

<212> DMA 

<213> Homo sapiens 

<40U> 14 

gaa-.cat.cca cgcacctgca gctctgctga 

atcttcatca ttcatatgag gaaataagtg 

tcagaaacat ttacatattt tgtagtattg 

tgccagaaga aagggaactg atgaccaact 

cagacttgac cccagccaca acgacactgg 

agagttcaga tttrcattct gtctccaaac 

ttcaacagct ggatctcaaa acctttgaat 



gagagtgcaa gccgtggggg ttttgagctc 60 

gtaaaatcct tggaaataca atgagactca 120 

ttatgacagc agagggtgst gctccagagc 1E0 

gctccaacat gtctctaaga aaggttcccg 24 0 

atttatccta taacctcctt tttcaactcc 300 

tgagagtttt gattctatgc cataacagaa 360 

tcaacaagga gttaagatat ttagatctgt 420 
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ctaataacag actgaagagt gtaacttggt aettactggc aggtctcagg tatttagatc 4 80 
ctrcttttaa tgactttgac accatgceta tctgtgagga agctggcaac atgtcacacc 540 
tggaaatcct aggtttgagt ggggcaaaaa cacaaaaatc agatttccag aaaattgctc 600 
atctgcatct aaatsctgtc ttcttaggat tcagaactet tcctcattat qaagaagcta €60 
gcctgcccat cttaaacaca acaaaactgc acattgtttt accaatggae acaaatttct 720 
gcgttctttt gcgtgatgga atcaagacct caaaaacatt agaaatgaca aatatagatg 7 80 
gcaaaagcca atttgtaagt tatgaaatgc aacgaaatct tagtttagaa aatgctaaga 840 
catcggtccc attgcttaat aaagttgatt tactctggga egaccttttc cttatcttac 900 
aatttgtctg gcatacarca gtggaacact ttcagatccg aaatgtgact tttggtggta 960 
aggcttatct tgaccacaat rcatttgact actcaaatac tgtaatgaga actataaaat 1020 
tggagcatgt acatttcaga gtgttttaca ttcaacagga taaaatctat ttgcttttga 1080 
ccaaaatgga catagaaaac ctgacaatat caaatgcaca aatgccacac atgcttttcc 1140 
cgaattatcc tacgaaattc caatatttaa attttgccaa taatatctta acagacgagt 1200 
tgtttaaaag aactatccaa ctgcctcact tgaaaactet cattttgaat ggcaataaac 1260 
tggagacact ttctttagta agttgctttg ctaacaacac acccttggaa cacttggatc 1320 
tgagtcaaaa tctattacaa cataaaaatg atgaaaattg ctcatggcca gaaactgtgg 1360 
tcaatatgaa tctgtcatac aataaattgt ctgattctgt cttcaggtgc ttgcccaaaa 14 40 
gtattcaaat acttgaccta aataataacc aaatccaaac tgtacctaaa gagactattc 1500 
atctgatggc cttacgagaa ctaaatattg catttaattt tctaactgat ctccctggat 1.S60 
gcagtcattt cagtagactt teagttctga acattgaaat gaacttcatt ctcagcccat 1620 
ctctggattt tgttcagagc tgccaggaag ttaaaactet aaatgcggga agaaatcsat 1660 
tccggtgtac ctgtgaatta aaaaatttca ttcagcttga aacatattca gaggtcatga 17 40 
tggttggatg gtcaoattca tacacctgtg aatacccttt aaacctaagg ggaactaggt IB DO 
taaaagacgt tcatctccac gaattatctt gcaacacagc tccgttgatt gtcaccattg 18 60 
tggttattat gctagttctg gggttggctg tggccttctg ctgtctccac tttgatctgc 1920 
cctggtatct caggatgcta ggtcaatgca cacaaacatg gcacagggtt aggaaaacaa I960 
cccaagaaca actcaagaga aatgtccgat tccacgcatt tatttcatac agtgaacatg 2040 
attctctgtg ggtgaagaat gaattgatec ccaatctaga gaaggaagat ggttctatct 2100 
tgatttgcct ttatgaaagc cactttgacc ctcgcaaaag cattagtgaa aatattgtaa 2150 
gcttcattga gaaaagctat aagtccatct ttgttttgtc tcueaacttt gtccagaatg 2220 
agtggtgcca ttatgaattc tactttgccc accaeaatct cttccatgaa aattctgatc 2230 
atataattrt tatcttaccg gaacccattc cattctattg cattcccacc aggtatcata 2340 
aactgaaagc tctcctggaa aaaaaagcat acttggaalg gcccaaggat aggcgtaaat 2400 
gtgggctttt ctgggcaaac cttcgagctg ctattaatgt taatgtatta gccaccagag 2460 
aaatgtatga actgcag-ca ttcacagagt taaatgaaga gtctcgaggt tctacaatct 2520 
ctctgatgag aacagattgt ctataaastc ccacagtcct tgggaagttg gggaccacat 2580 
acactattgg gatgtacact gatacaacct ttatgatggc aatttgacaa tatttattaa 2640 
aataaaaaat ggttattccc ttcatatcag tttctagaag gatttctaag aatgtatcct 2700 
atagaaacac cttcacaagt ttataagggc ttatggaaaa aggtgttcat cccaggattg IIW 
tttataatca tgaaaaatgt ggccaggtgc agtggctcac tcttgtaatc ccagcactat 2820 
gggaggccaa ggtcggtgac ccacgaggtc aagagatgga gaccatcctg gccaa'catgg 28e0 
taaaaccctg tctctactaa aaatacaaaa attagctggg cgtgatggtg cacgcctgta 2940 
gtcccagcta cttgggaggc tgaggcagga gaatcgcttg aacccgggag gtggcagttc 3000 
cagtgagccg agatcgagcc actgcactcc agcetggtga cagagcgaga ctccatctca 3060 
asaaaaagaa aaaaaaaaaa gaaaaaaatg gaaaacatcc tcatggccac aaaataaggt 3120 
etaattcaat aaattatagt acattaatgt aatataatat tacatgccac taaaaagaat 3180 
aaggtagctg tatatttcct ggtatggaaa aaacatatte atatgctata aactattagg 3240 
ttogtgcaaa actaattgtg gtttttgcca ttgaaatggc attgaaataa aagtgtaaag 3300 
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aaatctatac cagatgtagt aacaytgqtt tgggtctggg aggttggatt acagggagca 3360 
rttgatttct atgttgtgta tttctataat gtttgaattg tttagaatga atctgtattt 3420 
cttttataag tagaaaaaaa ataaagatag tttttacagc ct 3462 

<210> 15 

<211> 24 

<212> DNA 

<213> Homo sapiens 

<400> 15 

tcccaccagg tatcataaae tgaa 24 

<210> 16 

<2U> 27 

<212> DNA 

<213> Homo sapiens 

<4O0> 16 

ttatagacaa tctgttetca tcagaga * 7 

<210> 17 

<211> 40 

<212> DNA 

<213> Home sapiens 

<400> 17 

aaaaagcata cttggaatgg cccaaggata ggtgtaoatg 4 0 

<210> 18 
<211> 12 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
Linker 

<40C> 18 

teageggtaa gc iz 

<210> 19 
<211> 13 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthetic 
Linker 
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<4GC> 19 

ggccgcttac cqc 13 

<230> 20 
<211> U 
<212> UNA 

<213> Artificial Sequence 
<220> 

<:223> Description of artificial Sequence : Synthetic 
<400> 20 

taagcttaac g 11 

<210> 21 
<21l> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
<400> 21 

ggccgctaaa gcttatgca 19 

<210> 22 
<211> 173 
<212> DMA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthetic Tag 
<4C05 22 

ggtaccttct gacatcattg taattttaag catcgtggat attcccggga aagtttttgg 60 
atqccattgg ggatttcctc tttagatctg gcgcggtccc aggtccactt cgcatattaa 120 
ggtgacgcgt gtggcctcga acaccgaqcq accctgcagc gaccc'gcaag ctt .. 173 

<210> 23 
<211> 11 
<212> PBT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Tag 
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<400> 23 

Gly Arg Ala Asp Tyr Lys Asp Asp Asp Asp Lys 



<210> 24 
<211> 20 
<212> DNA 

<213> Homo sapiens 
<4O0> 24 

gcgggaagga ttttgggtaa 

<210> 25 

<211> 25 

<212> DNA 

<213> Homo sapiens 



gateccaact agacaaagar. tggtc 

<210> 26 

<211> 33 

<212> DNA 

<213> Homo sapiens 

<40C> 2€ 

tgagagctgc gataaogtcc taggttccca t 

<210> 27 

<2il> 48 

<Z12> DNA 

<213> Homo sapiens 



<400> 27 

ggattctaat acgactcact atagggcaaa ctctgccctg tgatgtca 



<212> DNA 

<213> Homo sapiens 
<400> 28 

ccatgaaatt aaccetcact aaagggaacg agggcaattt ccacttag 



<210> 29 
<211> 46 
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<212> DMA 

<213> Homo sapiens 

<400> 29 

ggattctaat acgacccact atagggctgg eaataaactg gagacact 

<210> 30 

<211> 49 
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GTTATGCCTAGAAAACATTTCTCAAGAATTAGAATTACGATATGCTGTCAAACACAATGA 
CTTATTTGAACCTCTTTTATTTGTAGGTTGAAGCACTGGACAATGCCACATACTTTGTGG 
ATGGTGTGGGTCTTGGGGGTCATCATCAGCCTCTCCAAGGAAGAATCCTCCAATCAGGCT 
TCTCTGTCTTGTGACCGCAATGGTATCTGCAAGGGCAGCTCAGGATCTTTAAACTCCATT 
CCCTCAGGGCTCACAGAAGCTGTAAAAAGCCTTGACCTGTCCAACAACAGGATCACCTAC 
ATTAGCAACAGTGACCTACAGAGGTGTGTGAACCTCCAGGCTCTGGTGCTGACATCCAAT 
GGAATTAACACAATAGAGGAAGATTCTTTTTCTTCCCTGGGCAGTCTTGAACATTTAGAC 

ACATTCTTAAACTTACTGGGAAATCCTTACAAAACCCTAGGGGAAACATCTCTTTTTTCT 
CATCTCACAAAATTGCAAATCCTGAGAGTGGGAAATATGGACACCTTCACTAAGATTCAA 
AGAAAAGATTTTGCTGGACTTACCTTCCTTGAGGAACTTGAGATTGATGCTTCAGATCTA 
CAGAGCTATGAGCCAAAAAGTTTGAAGTCAATTCAGAATGTAAGTCATCTGATCCTTCAT 
ATGAAGCAGCATATTTTACTGCTGGAGATTTTTGTAGATGTTACAAGTTCCGTGGAATGT 
TTGGAACTGCGAGATACTGATTTGGACACTTTCCATTTTTCAGAACTATCCACTGGTGAA 
ACAAATTCATTGATTAAAAAGTTTACATTTAGAAATGTGAAAATCACCGATGAAAGTTTG 
TTTCAGGTTATGAAACTTTTGAATCAGATTTCTGGATTGTTAGAATTAGAGTTTGATGAC 
TGTACCCTTAATGGAGTTGGTAATTTTAGAGCATCTGATAATGACAGAGTTATAGATCCA 
GGTAAAGTGGAAACGTTAACAATCCGGAGGCTGCATATTCCAAGGTTTTACTTATTTTAT 
GATCTGAGCACTTTATATTCACTTACAGAAAGAGTTAAAAGAATCACAGTAGAAAACAGT 
AAAGTTTTTCTGGTTCCTTGTTTACTTTCACAACATTTAAAATCATTAGAATACTTGGAT 
CTCAGTGAAAATTTGATGGTTGAAGAATACTTGAAAAATTCAGCCTGTGAGGATGCCTGG 
CCCTCTCTACAAACTTTAATTTTAAGGCAAAATCATTTGGCATCATTGGAAAAAACCGGA 
GAGAGTTTGCTCACTCTGAAAAACTTGACTAACAI'TGATATCAGTAAGAATAGTTTTCAT 
TCTATGCCTGAAACTTGTCAGTGGCCAGAAAAGArGAAATATTTGAACTTATCCAGCACA 
CGAATACACAGTGTAACAGGCTGCATTCCCAAGACACTGGAAATTTTAGATGTTAGCAAC 
AACAATCTCAATTTATTTTCTTTGAATTTGCCGCAACTCAAAGAACTTTATATTTCCAGA 
AATAAGTTGATGACTCTACCAGATGCCTCCCTCTTACCCATGTTACTAGTATTGAAAAT'C 
AGTAGGAATGCAATAACTACGTTTTCTAAGGAGCAACTTGACTCATTTCACACACTGAAG 
ACTTTGGAAGCTGGTGGCAATAACTTCATTTGCTCCTGTGAATTCCTCTCCTTCACTCAG 
GAGCAGCAAGCACTGGCCAAAGTCTTGATTGATTGGCCAGCAAATTACCTGTGTGACTCT 
CCATCCCATGTGCGTGGCCAGCAGGTTCAGGATGTCCGCCTCTCGGTGTCGGAATGTCAC 
AGGACAGCACTGGTGTCTGGCATGTGCTGTGCTCTGTTCCTGCTGATCCTGCTCACGGGG 
GTCCTGTGCCACCGTTTCCATGGCCTGTGGTATATGAAAATGATGTGGGCCTGGCTCCAG 
GCCAAAAGGAAGCCCAGGAAAGCTCCCAGCAGGAACATCTGCTATGATGCATTTGTTTCT 
TACAGTGAGCGGGATGCCTACrGGGTGGAGAACCTTATGGTCCAGGAGCTGGAGAACTTC 
AATCCCCCCTTCAAGTTGTGTCTTCATAAGCGGGACTTCATTCCTGGCAAGTGGATCATT 
GACAATATCATTGACTCCATTGAAAAGAGCCACAAAACTGTCTTTGTGCTTTCTGAAAAC 
TTTGTGAAGAGTGAGTGGTGCAAGTATGAACTGGACTTCTCCCATTTCCGTCTTTTTGAT 
GAGAACAATGATGCTGCCATTCTCATTCTTCTGGAGCCCATTGAGAAAAAAGCCATTCCC 
CAGCGCTTCTGCAAGCTGCGGAAGATAATGAACACCAAGACCTACCTGGAGTGGCCCATG 
GACGAGGCTCAGCGGGAAGGATTTTGGGTAAATCTGAGAGCTGCGATAAAGTCCTAGGTT 
CCCATATTTAAGACCAGTCTTTGTCTAGTTGGGATCTTTATGTCACTAGTTATAGTTAAG 
TTCATTCAGACATAATTATATAAAAACTACGTGGATGTACCGTCATTTGAGGACTTGCTT 
ACTAAAACTACAAAACTTCAAA 
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FURTHER INFORMATION CGWUKUED FROM PCM6A/ 210 



1. Claims: 5-8, 15, and partially claims 1. 2, 18-30, 37-49 

Nucleic acid having sequence SEQ ID MO: 3. encoding a PR0285 
polypeptide and variants thereof, vector and host cell 
comprising the same and use thereof for producing a Toll 
polypeptide; Chimeric molecule conprising a PRD285 
polypeptide; antibody binding a PR0285 polypeptide and use 
thereof for the treatment of septic shock; PR0285 agonists 
and antagonists 



2. Claims: 9-11, 16, and partially claims 1, 2, 18-30, 37-40 

Nucleic acid having sequence SEQ ID NO: 3 encoding a PR0286 
polypeptide and variants thereof, vector and host cell 
comprising the same and use thereof for producing a Toll 
polypeptide; Chimeric molecule comprising a PP.Q28& 
polypeptide; antibody binding a PR02S6 polypeptide and use 
thereof for the treatment of septic shock; PR02B6 agonists 
and antagonists 



3. Claims: 3, 4, 12-14, 17, and partially claims 1, 13-30, 
37-48 



Nucleic acid having sequence SEQ ID NG:13 encoding a PR0358 
polypeptide and variants tnereof, vector and host cell 
comprising the same and use thereof for producing a Toll 
polypeptide; Chimeric molecule comprising a PR0358 
polypeptide; antibody binding a PR0358 polypeptide and use 
thereof for the treatment of septic shock; PROiSS agonists 
and antagonists 



4. Claims: 31-36, and partially 37, 38 

Antibodies and variants of human HTLR2 receptor 
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FURTHER INFORMATION CONTINUED PROM PCTflSA/ Z1Q 



Continuation of Box (I), Item 1. 



Although claim 38 is directed to a method of treatment of the 
human/animal body, the search has beeri carried out and based on the 
alleged effects of the compound. 



Further defect [s] under Article 17(2) (a): 



Continuation of Box (I), Item 2. 



Claims Hos.: 4u 41 



Claims 40 and 41, relating to agonists and antagonists have not been 
searched due to the lack of adequate technical description thereof in the 
application. 

The applicant's attention is drawn to the fact that claims relating to 
inventions in respect of wtrch rc international search report has been 
established need not be the subject of an international preliminary 
examination (Rule 66.1(e) PCT) . The applicant is advised that the EPO 
policy when acting as an International Preliminary Examining Authority ts 
normally not to carry out a preliminary examination on matter which has 
not been searched. This is the case irrespective of whether or not the 
claims are amended following receipt of the search report or during any 
Chapter £1 procedure. 
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